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overdosage may include CNS depression. rigidity, weakness, torticollis, tremor, salivation, dysphagia, 
hypotension, disturbances of gait, or coma 

Treatment: Essentially is symptomatic and supportive. For Navane oral, early gastric lavage is helpful. For 
Navane oral and Intramuscular, keep patient under careful observation and maintain an open airway, since in- 
volvement of the extrapyramidal system may produce dysphagia and respiratory difficulty in severe overdosage. 
If hypotension occurs, the standard measures for managing circulatory shock should be used (I. V. fluids and/ 
or vasoconstrictors. ) 

If a vasoconstrictor is needed, levarterenol and phenylephrine are the most suitable drugs. Other pressor 
agents, including epinephrine, are not recommended, since phenothiazine derivatives may reverse the usual 
pressor action of these agents and cause further lowering of the blood pressure. 

If CNS depression is present and specific therapy is indicated, recommended stimulants include ampheta- 
mine, dextroamphetamine, or caffeine and sodium benzoate. Stimulants that may cause convulsions (e.g. picro- 
toxin or pentylenetetrazol) should be avoided. Extrapyramidal symptoms may be treated with antiparkinson drugs. 

There are no data on the use of peritoneal or hemodialysis, but they are known to be of little value in phe- 
nothiazine intoxication. 
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Calendar 


For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, Araerican Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


SEPTEMBER 





September 4—5, fall meeting, American Association for So- 
cial Psychiatry, New Orleans. Contact Carolyn B. Ro- 
binowitz, M.D., Secretary-Treasurer, AASP, 1400 K St., 
N.W., Washington, DC 20005; 202-682-6130. 


September 9—12, annual meeting, National Association of 
Social Workers, New Orleans. Contact Mark G. Battle, 
A.C.S.W., Executive Director, 7981 Eastern Ave., Silver 
Spring, MD 20910; 301-565-0333. 


September 9—13, Fall Components Meeting, American Psy- 
chiatric Association, Washington, D.C. 


September 9—13, 2nd International Symposium on Premen- 
strual, Postpartum and Menopausal Mood Disorders, 
Kiawah Island, S.C. Contact University of Medicine and 
Dentistry of New Jersey, Office of Continuing Education, 
675 Hoes Ln., Piscataway, NJ 08854-5635; 201-463-4707. 


September 11-13, annual conference, Canadian Art Therapy 
Association, Vancouver, Canada. Contact CATA, Confer- 
ence Committee, 216 St. Clair Avenue West, Toronto, Ontar- 
io M4V 1R2, Canada; 416-921-4374. 


September 11-15, annual meeting, Royal College of Physi- 
cians and Surgeons of Canada, Winnipeg, Canada. Contact 
Dr. J.H. Darragh, Executive Director, 74 Stanley Ave., 
Ottawa, Ontario K1M 1P4, Canada; 613-746-8177. 


September 13—15, annual meeting, Canadian Academy of 
Child Psychiatry, London, Ontario. Contact J.H. Beitchman, 
M.D., Program Chairman, CACP, Clarke Institute of Psychi- 
atry, 250 College St., Toronto, Ontario M5T 1R8, Canada. 


September 14—17, annual meeting, American Academy of 
Family Physicians, San Francisco. Contact Robert Graham, 
M.D., Executive Vice-President, 1740 West 92nd St., Kansas 
City, MO 64114; 816-333-9700. 


September 16—18, annual meeting, Canadian Psychiatric 
Association, London, Ontario. Contact Lea C. Metivier, 
Chief Administrative Officer, 225 Lisgar St., Suite 103, 
Ottawa, Ontario K2P 0C6, Canada; 613-234-2815. 


September 16—20, annual convention, National Alliance for 
the Mentally Ill, Washington, D.C. Contact NAMI, 1901 


North Ft. Myer Dr., Suite 500, Arlington, VÀ 22209; 703- 
524-7600. i 


September 17—18, semiannual meeting, American Board of 
Medical Specialties, Chicago. Contact Donald G. Langsley, 
M.D., Executive Vice-President, One American Plaza, Suite 
805, Evanston, IL 60201; 312-491-9091. 


September 18—20, child psychiatry examination, American 
Board of Psychiatry and Neurology, Minneapolis. Contact 
Stephen C. Scheiber, M.D., Executive Secretary, One Ameri- 
can Plaza, Suite 808, Evanston, IL 60201; 312-846-0830. 


September 22-25, International Symposium, Brain Acetyl- 
choline: From Preclinical to Clinical Investigations, Taormi- 
na, Italy. Contact A.P. Caputi, M.D., Institute of Pharmacol- 
ogy, University of Messina, Piazza XX Settembre, 4, 98100 
MESSINA (Italy); 090-712533. 


September 22-27, VIIIth European Congress of Child and 
Adolescent Psychiatry, Varna, Bulgaria. Contact Prof. Dr. 
Chr. Christosov, Dept. of Psychiatry, Medical Academy, 
Sofia, 1431, Bulgaria. 


September 24—30, II Annual Conference on the Foundations 
of Behavioral Neurology, Hong Kong. Contact Teresa San- 
tana, Assistant Program Director, So. California Neuropsy- 
chiatric Institute, 6794 La Jolla Blvd., La Jolla, CA 92037; 
619-454-2102, 800-423-9521. 


September 26-29, annual meeting, Southern Psychiatric 
Association, Boca Raton, Fla. Contact Annette S. Boutwell, 
Executive Director, P.O. Box 10387, Raleigh, NC 27605; 
919-821-2226. 


September 27—30, annual meeting, Asscciation of Mental 
Health Administrators, Hollywood, Fla. Contact Weir Rich- 
ard Kirk, Executive Director, 840 North Lake Shore Dr., 
Suite 1103W, Chicago, IL 60611; 312-943-2751. 


September 27—October 2, annual meeting, American Health 
Care Association, New York. Contact Paul R. Willging, 
Ph.D., Executive Director, 1200 15th St, N.W., 8th Fl, 
Washington, DC 20005-2899; 202-833-2050. 


September 28—October 3, annual meeting, Pan American 
Health Organization, Washington, D.C. Contact Carlyle 
{Continued on page A14) 
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Contraindications: 1) Concurrent use with a monoamine oxidase 
(MAO) inhibitor, since hyperpy C severe convulsions, and 
fatalities have occurred when similar tricyclic antidepre S Were 
used in such combinations; MAO inhibitors should be discontinued 
for at least two weeks before treatment with Pamelor (nortriptyline 
HCI) is started. 2) Hypersensitivity to Pamelor (nortriptyline HCI) 
cross-sensitivity with other dibenzazepi a possibility 3) The 
acute recovery period after myocardial infarction 

Warnings: Give only under close supervision to patients with car- 
diovascular disease, because of the tendency of the drug to produce 
sinus tachycardia and to prolong conduction time; myocardial infarc- 
tion, arrhythmia, and strokes have occurred. The antihypertensive 
action of guanethidine and similar agents may be blocked. Because of 
its anticholinergic activity, nortriptyline should be used with great 
caution in patients who have glaucoma or a history of urinary reten- 
tion. Patients with a history of seizures should be followed closely 
since nortriptyline is known to Ic the convulsive thresho reat 
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medication, since cardiac arrhythmias may develop. Nortriptyline 
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a car; therefore, the patient should be warned accordingly. Excessive 
consumption of alcohol may have a potentiating effect, which may 
lead to the danger of increased suicidal attempts or overdosage. es- 
pecially in patients with histories of emotional disturbances or 
suicidal ideation 
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Coming in the August 1987 issue of 
THE AMERICAN JOURNAL OF PSYCHIATRY 
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A Neuropsychological Hypothesis Explaining 
Posttraumatic Stress Disorders 
By Lawrence C. Kolb 


The Theory and Practice of Movie Psychiatry 
By Irving Schneider 
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Guerra de Macedo, M.D., Director, 525 23rd St., N.W., 
Washington, DC 20037; 202-861-3200. 


OCTOBER 


October 6—11, annual meeting, American School Health 
Association, Indianapolis. Contact Dana A. Davis, Execu- 
tive Director, P.O. Box 708, Kent, OH 44240; 216-678- 
1601. 


October 7—10, annual meeting, American Academy for 
Cerebral Palsy and Developmental Medicine, Boston. Con- 
tact John A. Hinckley, Executive Director, P.O. Box 11083, 
Richmond, VA 23230; 804-355-0147. 


October 7—10, annual meeting, American Academy of Clini- 
cal Psychiatrists, Toronto. Contact Robert Budetti, Executive 
Secretary, P.O. Box 3212, San Diego, CA 92103; 619-460- 
2675. 


October 8—11, annual meeting, American Medical Care and 
Review Association, Monterey, Calif. Contact Ronald A. 
Hurst, Executive Vice-President, 5410 Grosvenor Ln., Suite 
210, Bethesda, MD 20814; 301-493-9552. 


October 9—12, Vth Scientific Conference of the International 
Federation of Psychoanalytic Societies, New York. Con- 
tact Ann R. Turkel, M.D., Secretary-General of the IFPS, 
350 Central Park West, New York, NY 10025; 212-831- 
3400. 


October 11—16, annual meeting, American College of Sur- 
geons, San Francisco. Contact C. Rollins Hanlon, M.D., 
E.A.C.S., Executive Director, 55 East Erie St., Chicago, IL 
60610; 312-664-4050. 


October 15-17, annual meeting, Canadian Association for 
Community Living, Washington, D.C. Contact Jacques Pele- 
tier, Executive Vice-President, Kinsmen Bldg., York Universi- 
ty Campus, 4700 Keele St., Downsview, Ontario M3J 1P3, 
Canada; 416-661-9600. 


October 15—17, annual conference, Canadian Group Psy- 
chotherapy Association, Banff, Alberta, Canada. Contact Dr. 
Edgardo Perez, Dept. of Psychiatry, Ottawa Civic Hospital, 
1053 Carling Ave., Ottawa, Ontario K1Y 4E9, Canada. 


October 15-17, annual meeting, National Association for 
Retarded Citizens, Washington, D.C. Contact Alan Abeson, 
Ed.D., Executive Director, 2501 Avenue “J,” Arlington, TX 
76006; 817-640-0204. 


October 15—18, annual meeting, American Academy of 
Psychiatry and the Law, Ottawa. Contact Ms. Kathy Smith, 
AAPL, 1211 Cathedral St.. Baltimore, MD 21201; 301-539- 
0379. 


October 17-19, annual meeting, Association of Mental 
Health Librarians, Boston. Contact Zing Jung, M.L.S., 
American Psychiatric Association Library, 1400 K St., N.W., 
Washington, DC 20005; 202-682-6057. 


October 18—21, annual meeting, American Neurological 
Association, San Francisco. Contact Jan W. Kolehmainen, 
Executive Director, 2420 Pershing Rd., Kansas City, MO 
64108; 816-474-5720. 


October 18—22, annual meeting, American Public Health 
Association, New Orleans. Contact William H. McBeath, 
M.D., M.P.H., Executive Director, 1015 15th St., N.W., 
Washington, DC 20005; 202-789-5600. 


October 18—22, annual meeting, World Medical Associa- 
tion, Inc., Madrid. Contact Angel Orozco, Executive Direc- 
tor, 28, Avenue des Alpes, 01210 Ferney-Voltaire, France; 
33-50-40-75-75. 


October 19—23, annual meeting, American Society for Ther- 
apeutic Radiology and Oncology, Boston. Contact John 
Ciccone, ASTRO, 1891 Preston White Dr., Reston, VA 
22091; 703-648-8910. 


October 19-25, annual meeting, World Federation for Men- 
tal Health, Cairo. Contact Eugene B. Brody, M.D., Secretary 
General, 1021 Prince St., Alexandria, VA 22314-2932; 703- 
684-7722. 


October 20—22, Third International Conference on Rural 
Rehabilitation Technologies, Grand Forks, N.D. Contact 
Deb Gasal, ICCRT Headquarters, Office of Clinical Develop- 
ment, Box 8202, University Station, Grand Forks, ND 
58202; 701-780-2495. 


October 21-22, annual meeting, Institute of Medicine, Na- 
tional Academy of Sciences, Washington, D.C. Contact 
Samuel O. Thier, M.D., President, 2101 Constitution Ave., 
N.W., Washington, DC 20418; 202-334-3300. 


October 21—25, annual meeting, American Academy of 
Child Psychiatry, Washington, D.C. Contact Virginia Q. 
Anthony, Executive Director, 3615 Wisconsin Ave., N.W., 
Washington, DC 20016; 202-966-7300. 


October 22-25, annual meeting, Academy of Psychosomatic 
Medicine, Las Vegas. Contact Sanford J. Hill, Executive 
Director, 70 West Hubbard St., Suite 202, Chicago, IL 
60610; 312-644-2623. 





MOBAN achieved rapid control of severe 
molindone Hd symptomatology in just five days 
,.with only one 25-mg tablet day. 





The efficacy and safety of MOBAN was 
recently demonstrated in a violent geria- 
tric patient with delusional thinking and 
paranoid ideation. Taken to a hospital by 
force, the patient had assaulted his 
bedridden wife because he believed she 
was having an affair with a younger man. 


Results: 

a Admitted as an involuntary patient, 
MOBAN succeeded in reducing his 
symptoms sufficiently to permit transfer 
to a psychogeriatric ward after just five 
days of treatment. 

a Dosage was subsequently reduced to 
only 15 mg/day. 

m After four weeks, there was no evidence 
of delusional thinking, paranoia or hallu- 
cinatory behavior. 

a Even without anticholinergic medica- 
tion, there were no side effects. 


Conclusion: 

MOBAN was effective and safe at the low 
doses usually recommended for geria- 
trics who require major tranquilizers. 
Clinical experience with other geriatrics 
has also demonstrated efficacy with a rare 
incidence of significant hypotension, 
weight gain or impotence. 


MOBAN is available exclusively from Du Pont 


Please see following page for prescribing information 
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MOBAN" (molindone hydrochloride) 


INDICATIONS: MOBAN is indicated for the management of the manifestations of psychotic disorders 
The antipsychotic efficacy of MOBAN was established in clinical studies which enrolled newly 
hospitalized and chronically hospitalized, acutely ill, schizophrenic patients as subjects 


CONTRAINDICATIONS: Severe central nervous system depression, comatose states from any cause 
and in patients with known hypersensitivity to the drug 


WARNINGS: Tardive Dyskinesia— This syndrome (potentially irreversible, involuntary, dyskinetic 
Movements) may develop in patients treated with neuroleptic (antipsychotic) drugs. Prevalence 
appears highest among the elderly, especially women; it is impossible to predict which patients are 
likely to develop the syndrome. Both risk of syndrome development and likelihood of its becoming 
irreversible are believed to increase with duration of treatment and total cumulative dose; the 
syndrome can develop after brief treatment periods at low doses. There is no known treatment; 
partial or complete remission may occur if neuroleptic treatment is withdrawn. Neuroleptic treatment 
May supress or partially supress signs and symptoms of the syndrome and thereby mask the 
underlying disease process. Effect of symptomatic supression upon long-term course of the syn- 
drome is unknown. Prescribe neuroleptics in a manner most likely to minimize the occurrence of tar- 
dive dyskinesia. Reserve chronic neuroleptic treatment for patients suffering from a chronic illness 
that is known to respond to neuroleptic drugs and for whom alternative treatments are not available or 
appropriate. In those requiring chronic treatment the smallest dose and shortest duration of 
treatment producing satisfactory clinical response should be sought. Need for treatment shoulc be 
reassessed periodically. Consider discontinuing treatment if signs and symptoms of tardive 
dyskinesia appear; some patients may require treatment despite presence of the syndrome 

Usage in Pregnancy: Studies in pregnant patients have not been carried out. Animal reproductive 
studies have not demonstrated a teratogenic potential. Anticipated benefits must be weighed acainst 
the unknown risks to the fetus if used in pregnant patients 

Nursing Mothers: Data are not available on the content of MOBAN in the milk of nursing mothers 

Usage in Children: Use of MOBAN in children below the age of twelve years is not recommended 
because safe and effective conditions for its usage have not been established. MOBAN has not deen 
shown effective in the management of behavioral complications in patients with mental retardation 

Sulfites Sensitivity: MOBAN Concentrate contains sodium metabisulfite, a sulfite that may cause 
allergic-type reactions (e.g hives, itching, wheezing, anaphylaxis) in certain susceptible persons 
Although the overall prevalence of sulfite sensitivity in the general population is probably low, it 's seen 
more frequently in asthmatics or in atopic nonasthmatic persons 


PRECAUTIONS: Some patients may note drowsiness initially; advise against activities requiring 
mental alertness until response to the drug has been established. Increased activity has been noted in 
patients receiving MOBAN. Caution should be exercised where increased activity may be harmtul 
MOBAN does not lower the seizure threshold in experimental animals to the degree noted with more 
sedating antipsychotic drugs; in humans convulsive seizures have been reported in a few instances 
This tablet preparation contains calcium sulfate as an excipient; calcium ions may interfere with the 
absorption of preparations containing phenytoin sodium and tetracyclines. MOBAN has an antiemetic 
effect in animals. A similar effect may occur in humans and may obscure signs of intestinal 
obstruction or brain tumor. Neuroleptic drugs elevate prolactin levels; the elevation persists during 
chronic administration. Tissue culture experiments indicate that approximately one-third of human 
breast cancers are prolactin dependent in vitro, a factor of potential importance if the prescription of 
these drugs is contemplated in a patient with a previously detected breast cancer. Although 
disturbances such as galactorrhea, amenorrhea. gynecomastia and impotence have been reported 
the clinical significance of elevated serum prolactin levels is unknown for most patients. Neither 
Clinical studies nor epidemiologic studies conducted to date, however, have shown an association 
between chronic administration of these drugs and mammary tumorigenesis, the available evidence 
is considered too limited to be conclusive at this time 


ADVERSE REACTIONS: CNS EFFECTS: Most frequently occurring effect is initial drowsiness that 
generally subsides with continued usage or lowering of the dose. Noted less frequently were 
depression, hyperactivity and euphoria 

Neurological—Extrapyramidal Reactions noted below may occur in susceptible individuals. 
usually reversible with appropriate management 

Akathisia: Motor restlessness may occur early. 

Parkinson Syndrome: Akinesia, characterized by rigidity, immobility and reduction of voluntary 
movements and tremor, have been observed. Occurrence is less frequent than akathisia 

Dystonic Syndrome: Prolonged abnormal contractions of muscle groups occur infrequently 
Symptoms may be managed by the addition of a synthetic antiparkinson agent (other than L-dopa) 
small doses of sedative drugs, and/or reduction in dosage 

ciue Dyskinesia: Persistent and sometimes irreversible See preceeding paragraph under 
"Warnings ”’ 

Autonomic Nervous System: Occasional blurring of vision, tachycardia, nausea, dry mouth and 
salivation. Urinary retention and constipation may occur. particularly if anticholinergic drugs are used 
to treat extrapyramidal symptoms 

Laboratory Tests: Rare reports of leucopenia and leucocytosis; treatment with MOBAN may 
continue if clinical symptoms are absent. Alterations of blood glucose. liver function tests, BUN. and 
red blood cells have not been considered clinically significant 

Metabolic and Endocrine Effects: Alteration of thyroid function has not been significant 
Amenorrhea has been reported infrequently. Resumption of menses in previously amenorrheic 
women has been reported. Initially heavy menses may occur. Galactorrhea and gynecomastia have 
been reported infrequently. Increase in libido has been noted in some patients. Impotence has not 
been reported. Although both weight gain and weight loss have been in the direction of normal or ideal 
weight, excessive weight gain has not occurred with MOBAN 

Hepatic Effects: There have been rare reports of clinically significant alterations in liver function in 
association with MOBAN use 

Cardiovascular: Rare. transient, non-specific T wave changes have been reported on EKG 
Association with a clinical syndrome has not been established. Rarely has significant hypotension 
been reported 

Ophthalmological: Lens opacities and pigmentary retinopathy have not been reported. In some 
patients phenothiazine-induced lenticular opacities have resolved following discontinuation of the 
phenothiazine while continuing therapy with MOBAN 

Skin: Early non-specific skin rash. probably of allergic origin. has occasionally been reported. Skin 
pigmentation has not been seen with MOBAN usage alone. MOBAN has certain pharmacological 
Similarities to other antipsychotic agents. Because adverse reactions are often extensions of the phar- 
macological activity of a drug. all of the known pharmacological effects associated with other 
antipsychotic drugs should be kept in mind when MOBAN is used. Upon abrupt withdrawal after 
prolonged high dosage an abstinence syndrome has not been noted 


DOSAGE: Initial and maintenance doses of MOBAN should be individualized. See full prescribing 
information 


OVERDOSAGE: For information on signs and symptoms. and treatment of overdosage. see full 
prescribing information 

HOW SUPPLIED: Tablets: 5 mg. 10 mg. 25 mg. 50 mg and 100 mg in bottles of 100 
Concentrate: 20 mg/ml in 4 0z (120 ml) bottles 

MOBAN"' is a Registered U.S. Trademark of E I. du Pont de Nemours & Co. (Inc.) 6145-8 BS 


Du Pont Pharmaceuticals 
E.I. du Pont de Nemours & Co. (Inc.) 
Wilmington, Delaware 19898 
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CSA CERTIFIED UL LISTED 


INTELLIGENT ECT FROM 
MECTA CORPORATION 


MODULAR AND COMPUTERIZED 
SR/JR FEATURES INCLUDE: 
* Continuous reading of energy in Joules 
* Tiltable Liquic Crystal Display 
* Bi-polar brief pulse stimulus 
Adjustable constant current stimulus 
* Audible warning prior to treatment 
* Remote control capabilities 
© 100% expected seizure induction 
* Totally isolated tor maximum safety 
* Exceeds UL 544 requirements 
* Single or multiple energy controi(s) 
© All parameters displayed in text torm- 
* increased energy for difficult cases 
* Built-in self test for patient safety 
* Steady warning tone during treatment 
* Protected STIMULUS CONTROL push button 
e Timing accuracy better than 1% 
* 1 year parts and labor warranty 
* Operates on 120 or 240 VAC 
e Complete with all accessories 


PRINTED SELF TEST 
AND TREATMENT RESULTS 


ADDITIONAL FEATURES INCLUDED 

WITH ALL SR MODELS ARE: 

* EEG instrumentation amplifier Fy 
* Built-in 2 channel digital chart recorder ; 
* Numeric timing marks during monitoring | 
* Printed record of energy level 

* Printed date and time of treatment 
* ECG instrumentation amplifier 

* Selectable single or dual channel 
* Printed record of treatment and self test | taf z? 

* Printed record of stimulus parameters — : * b: P 
* Modular design for maximum flexibility į e: 


MECTA Corporation 5622 SW Kelly Street Portland, 'OR 87201 (503) 245-6975 


SINGLE ENERGY 
LEVEL CONTROLS 
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39th Institute on H&CP 
American Psychiatric Association 
Boston, Massachusetts 
Sheraton Boston 
October 25-29, 1987 


Please include me on the Institute's mailing list: 
Return to Susan Lash. Dept H4. APA. 1400 K Street. N.W 
Washington. D.C. 20005 
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-For a Different 
Kind of Calm 


Buspar 


(buspirone HCI) 


For Brief Summary, please see the last page of this advertisement. 





Mead Johnson 
Pharmaceuticals 
Introduces 


m š 
Tablets 
i 5 mg and 10 mg 


(buspirone HCI) 


A different 
kind of calm 


BuSpar—the first anxiolytic without 
CNS-depressant activity—has broken the 
connection between efficacy and unwanted 
sedative effects. 


BuSpar gradually and comfortably 
provides relief of anxious symptoms—but 
produces no more drowsiness, motor 
impairment, or interaction with alcohol 
than does placebo.” 


Furthermore, in clinical studies, BuSpar 
exhibited no apparent abuse liability, 
and no withdrawal syndrome has been 
reported at the end of therapy.” 


© 1987 Bristol-Myers U.S. Pharmaceutical and Nutritional Group * Evansville, Indiana 47721 USA 








Proven anxiolytic effectiveness over 
a 4-week course of therapy” 


BuSpar vs Valium*€ 


BuSpar vs Tranxene'€ 
vs placebo 















Percent of patients improved 
during 4-week study? 







Percent of patients improved 
during 4-week study! 





















BuSpar Valium€ Placebo 
n=68 n- 71 n- 75 


BuSpar Tranxene € 
n- 71 


*Registered trademark of Hoffmann-La Roche Inc for diazepam. tPhysician's assessment of global improvement 
tRegistered trademark of Abbott Pharmaceuticals, Inc for clorazepate. 


Extensive clinical trials have shown that BuSpar 
produces impressive results over a four-week course 
of therapy. In comparative trials with Valium and 
Tranxene, 7096 to 8996 of patients receiving BuSpar 
were judged by their physicians to be improved at the 
end of therapy. Significant improvement was noted 

in a wide range of anxiety-related symptoms such as 
anxious mood, depressed mood," and cardiovascular 
and gastrointestinal complaints. 


*BuSpar is not indicated for the treatment of primary depressive disorder. 


For Brief Summary, please see the last page of this advertisement. 


(buspirone HCI) 


Tablets 5 mg and 10 mg 


A different kind of calm 


bu5par.... 
(buspirone HCl) 


Anxiolytic efficacy without 
CNS-depressant activity 


Incidence of drowsiness no greater 
than placebo 


Because BuSpar does not replace symptoms with 
sedation, patients are alert and aware as well as 
anxiety-free during their waking hours.’ 


Incidence of drowsiness reported in controlled studies involving 1,913 patients! 


Valium€ Tranxene € Placebo 
n=427 n= 168 n= 334 
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No impairment of 
motor skills 


Controlled studies show that, 
unlike diazepam, BuSpar did not 
interfere with driving skills in 
normal subjects.” 

NOTE: Patients should be cautioned about operating an automo- 


bile or using complex machinery until they are reasonably certain 
that BuSpar treatment does not affect them adversely. 











(buspirone HCI) 


Subtle onset of effect 


BuSpar relieves the symptoms of anxiety gradually 
and steadily. Generally, improvement will be 
noticeable within the first 7-10 days. 


Prescribing recommendations 


Initial dosage—5 mg t.i.d. 


TEX 2 FON guam 


Dosage adjustment—5 mg/day increments, 
every 2-5 days, as needed, up to 60 mg/day. 


Optimal daily dose—20-50 mg in divided 


doses, in most patients. | Em A. 
Length of therapy— To achieve full therapeutic CM 
benefit from BuSpar, it is recommended that * ru 


treatment be prescribed for at least 5-4 weeks. 


At the end of therapy 


BuSpar therapy may be discontinued by 
simply stopping administration. 


BuSpar is not a controlled substance. 





Patient selection 


BuSpar will not block the benzodiazepine withdrawal 
syndrome...therefore, the best candidates for BuSpar 
are those not currently taking benzodiazepines. 


If you elect to switch a patient 
from a benzodiazepine to BuSpar: 


1. Carefully and completely withdraw the patient from the 
benzodiazepine according to the benzodiazepine man- 
ufacturer’s instructions before initiating BuSpar therapy. 


2. Remember that benzodiazepine withdrawal symptoms, 
such as irritability, anxiety, agitation, insomnia, sweating, 
and sometimes even seizures, may occur over varying 
time periods after discontinuation. 


BuSpar...the first choice in anxiolytic therapy when: 
ví Treatment requires regular dosing for more than a few days 
Patient functioning is key to safe and successful treatment 


vf The potential for drug habituation, dependence, abuse, 
or a withdrawal syndrome is a concern 


For Brief Summary, please see following page. 
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Tablets 5 mg and 10 mg 


A different kind of calm 
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Director 
search Division 


Braceland Center 
For Medical Health And Aging 


The Braceland Center for Mental Health and Aging, a 
partnership between The Institute of Living and The Travelers 
Center on Aging of the University of Connecticut Health 
Center, is seeking the Director of its Research Division. A Ph.D 
or M.D. Investigator with proven success in health policy and 
health services-related research in aging is sought. Leadership 
skills in bringing together investigators of different 
disciplines, including physicians, documented by a strong 
record of peer-reviewed publications, are essential. Evidence 
of prior success in competition for grant support of research 
projects, along with a national reputation in geriatrics and 
gerontology, should be available. Candidates should be eligi- 
ble for senior (Associate or full Professor) academic appoint- 
ment at the University of Connecticut Medical School. 

Affirmative Action and Equal Opportunity characterize 
this search. Please submit CV and four letters of reference 
attesting to qualifications to Walter Kechich, M.D., Chairman. 
Search Committee. The Braceland Center for Mental Health 
and Aging 


THE INSTITUTE OF LIVING 


400 Washington Street 
Hartford, CT 06106 


Experience The Rewards. 
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THE MARY IMOGENE 
BASSETT HOSPITAL 
CHIEF OF PSYCHIATRY 


We are seeking candidates for head of the Psychiatry 
Department at The Mary Imogene Bassett Hospital. The 
appointment carries responsibility for providing leadership, 
teaching, and clinical care. The Department operates a 20-bed 
inpatient unit (voluntary, short stay), an active outpatient 
service including Child Psychiatry, and a Residency training 
program. The professional staff is made up of five Psychiatrists 
and three Clinical Psychologists. 








Candidates should have substantial clinical experience as well 
as a successful academic and management background. We 
offer an attractive salary and fine benefits. The Mary Imogene 
Bassett Hospital is a regional referral and teaching center 
affiliated with Columbia University. The Medical Staff is 
organized as a salaried full-time group practice with a broad 
range of specialization. Our location in Cooperstown is a 


lakeside resort village with fine schools, outstanding recre- 


ational facilities, and a country lifestyle. 


Please send c.v. or correspondence to: 


John S. Davis, M.D. 

Chairman, Psychiatry Search Committee 
The Mary Imogene Bassett Hospital 
Atwell Road 

Cooperstown, NY 13326 

(607) 547-3764 
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he Southern California Permanente Medica 
Group, a multi-specialty group practice, is cur 
rently seeking board eligible/board certified 
Psychiatrists for vacancies at many of ou 
medical centers throughout the Southerr 
California Region. 


Benefits are outstanding and include liabilit 
coverage; medical, dental and life insurance 
benefits; educational leave and retirement pro 
grams. After two years full time employment 
physicians are eligible for consideration to the 
partnership. 


For additional information or a physician appli 
cation form call (818)405-3224 or send your cur 
riculum vitae and the names, addresses 
and telephone numbers of three professiona 
references to: 





VG KAISER PERMANENTE 
li ) SOUTHERN CALIFORNIA 
) ti PERMANENTE MEDICAL GROUT 





Ronald Fitzgerald, M.D. 
c/o Physician Recruitment 





Dept. 61E 

Walnut Center 4 

Pasadena, CA 91188-8854 for 
A 

Equal Opportunity Employer M/F/H "d f, 





RECRUITMENT 
ANNOUNCEMENT 


FELLOWSHIPS — GERIATRICS 
AND GERONTOLOGY 


Jointly sponsored by the New York State 
Office of Mental Health and Columbia Uni- 
versity. Awardees will receive training in 
psychogeriatric issues. Opportunities also ex- 
ist for graduate studies at Columbia’s School 
of Public Health. Annual salary $42,000- 
$45,000. Based at Willard Psychiatric Cen- 
ter, located in New York State, with monthly 
assignments at Columbia in Manhattan. Can- 
didates must have completed a four-year 
psychiatry residency and be eligible for li- 
censing in New York. For information, con- 
tact Dr. John Toner, Center for Geriatries, 
100 Haven Avenue, Tower 3-30F, New 
York, New York 10032, 212-781-0600. 
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EFFICACY 


FOR THE 
FUNCTIONING 
OUTPATIENT 


Unsurpassed control of psychotic symptoms 
An unmatched record of clinical use 
With a highly favorable side effect profile 


MELLARIL therapy is contraindicated in patients with hypertensive or 
hypotensive heart disease of extreme degree. 


MELLARIL 


hioridazine 


sii 10 mg, 15 mg, 25 mg, 50 mg, 100 mg, 150 mg, and 200 mg thioridazine 
CONCENTRATE: 30 mg/ml (2ach ml contains 30 mg thioridazine HCI, USP and 
3.0% alcohol, USP) ond 100 mg/ml (each ml contains 100 mg thioridazine HCI, 
USP and 4.2% alcohol) 

MELLARIL-S® (thioridazine) SUSPENSION: 25 mg/5 ml (each 5 ml contains 
thioridazine, USP equivalent to 25 mg thioridazine HCI, USP) and 100 mg/5 ml 
(each 5 ml contains thioridazine, USP equivalent to 100 mg thioridazine HCI, USP} 





FOR ORAL ADMINISTRATION 

Caution: Federal law prohibits dispensing without prescription 

Before prescribing or administering, see Sandoz literature for full product information. The following is a 
brief summary. 

Contraindications: Severe central nervous system depression, comatose states from any cause, 
hypertensive or hypotensive heart disease of extreme degree 

Warnings: The risk of developing potentially irreversible tardive dyskinesia is believed to increase as 
duration of treatment and total cumulative dose increase, although it is impossible to predict who will 
develop the syndrome. It can also develop, although much less commonly, after brief treatment with low 
doses. Incidence appears to be highest among the elderly, especially elderly women. Generally chronic 
treatment should be reserved for chronically ill patients whose disease is most likely to respond to neuro- 
leptic drugs and for whom other effective, less harmful treatment is not available or appropriate. There is 
no known treatment for tardive dyskinesia although the syndrome may partially or completely remit upon 
withdrawal of neuroleptic treatment. If signs and symptoms of tardive dyskinesia appear, drug discontinu- 
ation should be considered. Administer cautiously to patients who have previously exhibited a hypersen- 
sitivity reaction (e.g., blood dyscrasias, jaundice) to phenothiazines. Phenothiazines are capable of 
potentiating central nervous system depressants (e.g., anesthetics, opiates, alcohol, etc.) as well as atro- 
pine and phosphorus insecticides; carefully consider benefit versus risk in less severe disorders. During 
pregnancy, administer only when the potential benefits exceed the possible risks to mother and fetus. 
Precautions: There have been infrequent reports of leukopenia and/or agranulocytosis and convulsive 
seizures. In epileptic patients, anticonvulsant medication should also be maintained. Pigmentary retinop- 
athy, observed primarily in patients receiving larger than recommended doses, is characterized by dimi- 
nution of visual acuity, brownish coloring of vision, and impairment of night vision; the possibility of its 
occurrence may be reduced by remaining within recommended dosage limits. Administer cautiously to 
patients participating in activities requiring complete mental alertness (e.g., driving), and increase 
dosage gradually. Orthostatic hypotension is more common in females than in males. Do not use 
epinephrine in treating drug-induced hypotension since phenothiazines may induce a reversed epineph- 
rine effect on occasion 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one-third of human breast cancers are prolactin depen- 
dent in vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient 
with a previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gyne- 
comastia, and impotence have been reported, the clinical significance of elevated serum prolactin levels 
is unkrrown for most patients. Daily doses in excess of 300 mg should be used only in severe neuropsy- 
chiatric conditions. 

Information for Patients: It is suggested that all patients who are candidates for chronic treatment be 
advised of the risk of tardive dyskinesia 

Adverse Reactions: Central Nervous System—Drowsiness, especially with large doses, early in 
treatment; infrequently, pseudoparkinsonism and other extrapyramidal symptoms; rarely, nocturnal 
confusion, hyperactivity, lethargy, psychotic reactions, restlessness, and headache. Autonomic Nervous 
System—Dryness of mouth, blurred vision, constipation, nausea, vomiting, diarrhea, nasal stuffiness, 


and pallor. Endocrine System —Galactorrhea, breast engorgement, amenorrhea, inhibition of ejaculation 

and peripheral edema. Skin—Dermatitis and skin eruptions of the urticarial type, photosensitivity, 
Cardiovascular System—ECG changes (see Cardiovascular Effects below). Other—Rare cases 
described as parotid swelling 

It should be noted that efficacy, indications and untoward effects have varied with the different 
phenothiazines. It has been reportec that old age lowers the tolerance for phenothiazines; the most 
common neurological side effects are parkinsonism and akathisia, anc the risk of agranulocytosis and 
leukopenia increases. The following reactions have occurred with phenathiazines and should be consid- 
ered whenever one of these drugs is used 

Autonomic Reactions—Miosis, obstipation, anorexia, paralytic ileus. Cutaneous Reactions—Erythema, 
exfoliative dermatitis, contact dermatitis. Blood Dyscrasias—Agranulocytosis, leukopenia, eosinophilia, 
thrombocytopenia, anemia, aplastic anemia, pancytopenia. Allergic Reactions—Fever, laryngeal edema, 
angioneurotic edema, asthma. Heralofoxicity—Jaundice, biliary stasis. Cardiovascular Effects— 
Changes in the terminal portion of electrocardiogram including prolongation of Q-T interval, lowering 
and inversion of T-wave, and appearance of a wave tentatively identified as a bifid T or a U wave have been 
observed with phenothiazines, including Mellaril (thioridazine); these appear to be reversible and due to 
altered repolarization, not myocardial damage. While there is no evidence of a causal relationship between 
these changes and significant disturoance o cardiac rhythm, several sudden and unexpected deaths 
apparently due to cardiac arrest have occurred in patients showing characteristic electrocardiographic 
changes while taking the drug. While aroposed, periodic electrocardiograms are not regarded as predic- 
tive. Hypotension, rarely resulting in cardiac arrest. Extrapyramidal Symptoms—Akathisia, agitation, 
motor restlessness, dystonic reactions, trismus, torticollis, opisthotenus, oculogyric crises, tremor, 
muscular rigidity, and akinesia. Tardive Dyskinesia—Characterized by involuntary choreoathetoid move- 
ments variously involving the tongue, face, mouth, lips or jaw (e.g., protrusion of the tongue, puffing of the 
cheeks, puckering of the mouth, chewing movements), trunk and extremities —may be recognized during 
treatment upon dosage reduction or withdrawal of treatment. Movements may decrease or disappear if 
further treatment is withheld, although this reversibility is more likely after short-term rather than long- 
term treatment. Since neuroleptics may mask the signs of tardive dyskinesia, reducing dosage periodi- 
cally increases the likelihood of detecting the syndrome at the earliest possible time. Endocrine 
Disturbances—Menstrual irregularities, altered libido, gynecomastia, lactation, weight gain, edema, false 
positive pregnancy tests. Urinary Disturbances—Retention, incontinence. Others—Hyperpyrexia, 
behavioral effects suggestive of a paradoxical reaction, including excitement, bizarre dreams, aggravation 
of psychoses, and toxic confusional states; following long-term treatment, a peculiar skin-eye syndrome 
marked by progressive pigmentation of skin or conjunctiva and/or accompanied by discoloration of 
exposed sclera and cornea; stellate or irregular opacities of anterior lens and cornea; systemic lupus 
erythematosus-like syndrome 

Dosage: Dosage must be individualized according to the degree of mental and emotional disturbance, 
and the smallest effective dosage should be determined for each patient [MEL-Z37— 5/1/85] 
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A Model for Ethical Problem Solving in Medicine, 
With Practical Applications 


Edward M. Hundert, M.A., M.D. 





Despite the dramatic increase over recent years in 
the research and teaching of medical ethics, there 
exists no theoretical framework within which to 
conceptualize ethical problems in medicine, to say 
nothing of solutions to these problems. The model 
proposed here attempts to fill this void by developing 
a conceptual understanding of the nature of moral 
dilemmas that can be applied to both theoretical and 
practical problems in medicine. Practical applications 
are demonstrated in three areas: personal ethical 
problem solving, hospital ethics committees, and the 
teaching of medical ethics. Suggestions are offered 
for the extension of these and other applications of 
the model, a model proposed as a foundation to be 
built upon through further research and daily 
experiences in a world of conflicting values. 

(Am J Psychiatry 1987; 144:839—846) 


difficult problem becomes a “dilemma” when we 

are quite sure that we will be making a big 
mistake regardless of whatever path we choose. It is 
instructive to consider moral dilemmas in this context. 
The anxiety we experience as we face each unpalatable 
alternative informs us about the nature of moral 
dilemmas. It seems that any decision we make will 
violate one or another value which we hold dear. 
Unfortunately, the many values that bear on any given 
dilemma are what philosophers call “incommensura- 
ble.” That is, it is impossible to quantify just how 
much one value (say, social welfare or telling the truth) 
is “worth” in terms of another value (say, individual 
liberty or relief from suffering). Yet, as we choose 
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among possible actions, we are often forced to balance 
one incommensurable value against another, to bal- 
ance a patient's individual liberty against social wel- 
fare, to balance our standards of truth-telling against 
the relief of suffering. 

Perhaps the only scale we have to carry out such a 
balancing act is the anxiety that our conscience duti- 
fully provides in the process. By striving to find the 
path that makes us least anxious, we presumably 
balance a host of incommensurable values according 
to the scale of our conscience: our anxiety increases as 
we contemplate trading off too much liberty in the 
name of social welfare or too much of the truth in the 
name of relieving suffering. This still leaves us feeling 
as if we have made a big mistake (since we have 
compromised values that we hold dear), but at least it 
is a good strategy for “cutting losses." We typically go 
through this process unconsciously, and it is quite 
difficult to articulate the pattern of balancing of values 
that we have achieved. It is, in fact, difficult just to list 
all of the relevant values that stand in need of balanc- 
ing. 
If we could articulate the various patterns of bal- 
anced values offered by our conscience, what we 
would have in their raw form are what we commonly 
refer to as our “moral principles." While we do not 
usually think of them in this way, our moral principles 
are the "equations" we claim to use when forced to 
measure incommensurable values against one another. 


MORAL PRINCIPLES VERSUS MORAL ACTIONS: A 
PLACE FOR CONSISTENCY 


The “balancing equations” that are our moral prin- 
ciples are generally much more complicated than the 
moral actions that we take as a result of the balanc- 
ing—the unplugging of a respirator, the abortion, the 
psychiatric commitment. This distinction is important 
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ETHICAL PROBLEM SOLVING 


"because doctors are typically concerned with where 
consistency fits into all of this—and it is no small 
matter that the demand for consistency applies at the 
level of principles, not actions. 

This point is illustrated by the following true case of 
an obstetrician-gynecologist whose confusion about 
this issue led her to perform an abortion that she 
herself thought unethical. The doctor had always been 
a strong supporter of the abortion rights movement, 
and she firmly believed in “abortion on request" as a 
general principle. But in the case in question, an 
abortion had been requested only because modern 
technology, in ruling out various congenital abnormal- 
ities, had also determined that the fetus was female, 
and the mother decided she would rather have a boy. 
The doctor's own "instincts" (e.g., conscience) told her 
that this was not a good reason for an abortion. But, 
because she had always agreed to perform requested 
abortions in the past, she felt that “to be consistent,” 
she would have to agree to do this one. She could not, 
however, seem to get the case out of her mind. 

After further reflection, the doctor realized for the 
first time that her personal moral principle on abortion 
was much more complicated than could possibly be 
embodied in a universal action rule like “abortion on 
request." The case forced her to consider all of the 
values she held dear (autonomy of the mother, health 
and welfare of the mother and baby, social welfare, 
and so forth) that weighed on both sides of the 
abortion question. She then realized that she held the 
mother's autonomy and health as a preeminent value 
but not the only value—that in our modern world with 
its multiplicity of goods, ends, and values, no single 
value can have infinite and universally overriding 
weight. Her actual moral principle concerning abor- 
tion did indeed assign very great, but not infinite, 
weight to the mother's autonomy. The case was prob- 
lematic for her because it was one in which that 
particular value was outweighed by others in the 
“balancing equation" that represented her moral prin- 
ciple. Only later did she come to understand that the 
demand for consistency applies at the level of princi- 
ples, not actions. This was indeed one case where, to 
be consistent, she would not want to do an abortion 
when it was requested. 

This case illustrates only the first step in this doctor's 
struggle to bring her articulated “moral principles” 
into harmony with her actual moral experience (i.e., 
the feelings engendered by her conscience as she con- 
siders each possible moral action). She is now armed 
with a new moral principle to guide her decision 
making, and her moral experience will be different, for 
having worked through this case, when she faces her 
next moral dilemma. Thus our moral experience and 
our moral principles are kept in an ever-evolving 
equilibrium as throughout our careers we have new 
moral experiences and reflect on our working moral 
principles. Early in this process it is easy to fall into the 
trap of believing that moral principles take a simple, 
universal form with the addition of a small number of 
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exceptions, such as “abortion on request éxcept for sex 
selection” or “tell the whole truth unless the patient 
specifically requests otherwise." But with more expe- 
rience the exceptions build, and the addenda “unless 
the patient requests otherwise, or unless a life will be 
endangered, or unless . . ." become recognized as the 
balancing of a set of values tltat come into play in 
diverse and seemingly unrelated ethical problems. 


A MODEL FOR ETHICAL PROBLEM SOLVING 


The earlier conceptualization of how our moral 
principles and moral experience evolve has the advan- 
tage of reflecting our actual experience with the proc- 
ess. In teaching medical ethics to first- and second-year 
medical students over several years, I have been struck 
by the simplicity of medical students' early articula- 
tions of their principles (“never lie to a patient," 
“always do everything to save your patient's life") and 
by the evolution of their more mature principles as 
they struggle with the classic problem cases. When I 
was a second-year medical student, I once wrote an 
article defending the position of always telling patients 
the whole truth—a true testimony to the process I am 
now describing. (That article was, mercifully, rejected 
for publication.) Once I was in the clinical setting, it 
did not take long for my conscience to inform me of 
the problems with my simple principle, although my 
other early formulations still went something like: "tell 
the whole truth unless it will result in X, Y, or Z,” as 
each successive problem case gave rise to another 
“exception.” It was only later that I realized how many 
of these exceptions were the manifestations of other 
values competing with the value of truth-telling in my 
own value-balancing process. At that point it became 
possible to see how the megaequation of all the 
relevant basic values and their relative weights can 
become a practical tool for keeping moral experience 
and principles in their dynamic equilibrium: each new 
dilemma exposes a novel division of values conflicting 
around the facts of a case and thus sharpens our own 
weighting system as we reflect on the problems asso- 
ciated with each alternative action. 

This is a variation of John Rawls's notion (1) of a 
"reflective equilibrium." As shown in figure 1, each 
new moral dilemma we face helps us clarify our moral 
principles as we reflect on the conflict between basic 
incommensurable values weighing on each side of a 
case. Armed with our new understanding of the prin- 
ciples on which we plan to base our future decisions, 
we find that our moral experience is also different 
when we face the next problem case. Obviously, these 
problem cases or dilemmas are more than simply nasty 
situations: they also present a new opportunity to 
learn about our principles and realign them with our 
moral experience. (It is often difficult to appreciate this 
opportunity in the heat of the moment, and it is usually 
in later reflection that equilibrium is restored—hence a 
“reflective” equilibrium!) 
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FIGURE 1. Change Over Time in Relative Weight We Attach to a 
Given Value as Reflected in Our Moral Experience and Articulated 
Moral Principles 
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*Such as individual liberty, telling the truth, or relief from suffering. 
The asterisk demonstrates how the model may be used to minimize 
“countertransference distortions,” as described in the text discus- 
sions of practical applications. 


FIGURE 2. Model of Conflicting Values in the Ethical Problem of 
Psychiatric Commitment 
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A good way to carry out this process is by actually 
writing lists of the conflicting values in each case. An 
example of a basic list for the ethical problem of 
psychiatric commitment is shown in figure 2. This is 
typical of an initial list one might devise when ap- 
proaching a commitment case for the first time. With 
added experience, many more values are identified as 
weighing on each side of the scale. The best vehicle for 
developing one's own moral understanding comes 
from saving these lists and watching how they develop 
over time. By observing the evolution of these lists of 
values in conflict, it becomes possible to watch one's 
own "figure 1" develop around a given ethical di- 
lemma. 


WHAT IS MEANT BY “MEDICAL ETHICS"? 


By following the evolution of lists of values such as 
those described earlier, it also becomes possible to 
understand how the expression “medical ethics" can 
have real meaning. At first, this common expression 
may not appear to be at risk for lacking substantive 
meaning, but the weight of hundreds of years of moral 
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philosophy is against it. If Immanuel Kant (2) left any 
legacy of thought at all, it is our modern notion that 
“moral rules" must by definition apply to every person 
equally. For the past decade, Americans have been 
quick to remember this when a suggestion is made that 
"Presidential ethics" can refer to something other than 
the ethics that apply to all of the rest of us. Thus, the 
notion of a separate field of Congressmen's ethics" 
would immediately raise the question of meaning in a 
way that medical ethics seem not to do. 

One simplistic solution is that, since doctors are 
engaged in making certain types of decisions that 
others are not, medical ethics refers to the field of 
ethical issues that tend to be faced by doctors because 
of the work they do. This conceptualization is coher- 
ent, but it lacks depth, especially as increasing numbers 
of nonmedical professionals find themselves entwined 
in these same ethical issues. A second simplistic solu- 
tion would be to try to abolish the expression “medical 
ethics," reminding people of the dangers that lurk if 
doctors (or politicians) start to think that they have a 
different code of ethics from everyone else just because 
of their role in society. This solution is neither practical 
nor desirable, given that there is a third and useful way 
to conceptualize the problem of medical ethics. 

The third solution focuses on the pattern that devel- 
ops as doctors struggle with lists of values and their 
relative weights around the many ethical problems 
they face each day. By studying such lists across diverse 
moral dilemmas, it becomes possible to uncover a 
pattern of value balancing that is characteristic of 
medicine as an institution and that distinguishes med- 
icine from other professions. Dedicated as it is to the 
relief and prevention of suffering, medicine is anything 
but value-neutral from the start. It is therefore not 
surprising that medicine gives relatively more weight 
to considerations of welfare than to considerations of 
justice as compared to the legal profession, for exam- 
ple. In law, the crucial factor in what to do now is 
often that of justice, which forces lawyers to painstak- 
ingly assess how people got into their current predic- 
ament. In medicine, the backward-looking issues of 
justice and guilt weigh less heavily than in law. In 
allocating resources to two patients with liver disease, 
doctors consider the patients’ welfare (i.e., the conse- 
quences for the patients’ health) much more than they 
consider whether or not one patient is more to blame 
for his or her condition (for example, when one case 
was caused by excessive ingestion of alcohol, while the 
other came from inadvertently eating the wrong clam). 
Medicine as a profession thus manifests a certain 
pattern of value balancing that distinguishes it from 
the legal profession. The suggestion here is that the 
pattern of value balancing that is characteristic of 
medicine (e.g., assigning relatively less weight to justice 
than to welfare as compared to the legal profession) is 
what gives meaning to the expression “medical eth- 
ics," which refers to this medical pattern. 

How this pattern came to be and how it is perpetu- 
ated are no small matters. Obviously, a two-way street 
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exists, wherein young people choose medicine as a 
profession because they have been raised with and 
already hold this pattern of values while, at the same 
time, the established profession, through medical edu- 
cation, teaches this pattern to medical students and 
house staff, who become “socialized” into the profes- 
sion, or “professionalized” (to friends of the process). 
Given these strong forces at work, it is not surprising 
that attempts to force radical changes on the values of 
medicine are likely to fail. Those who would like to use 
insurance ploys to force doctors to treat differently 
those two patients with liver disease underestimate the 
power of medical ethics. Some insurers may wish to 
charge higher premiums to smokers or obese people, 
but they should not be surprised if doctors refuse to 
give less care to smokers than to nonsmokers when 
treating their cancers. 


ADDED LEVELS OF COMPLEXITY 


Before we move to applications of the model de- 
scribed earlier, a number of added levels of complexity 
should at least be mentioned. For example, a distinc- 
tion is often made in moral philosophy between what 
J.L. Mackie (3) has called “morality in the broad 
sense" and "morality in the narrow sense." Morality 
in the broad sense refers to the search for general 
action-guiding principles. As we consider the moral 
thing to do (in the broad sense), we might weigh 
aesthetic considerations, the demands of etiquette, our 
own selfish wishes, and so forth. In addition to these, 
we would also weigh what is often called the issue of 
"morality," taken now in the narrow sense. Morality 
in this narrow sense refers to only those considerations 
which are founded on basic values and which seem to 
operate through our consciences to counteract some 
natural tendency we might otherwise have to be selfish 
(4). It thus makes sense to say “I know morality 
dictates X, but there are other considerations here," 
only when speaking of morality in the narrow, not the 
broad, sense. Both of these senses of morality are 
commonly used (and often confused), and we all too 
often achieve some understanding of one only to apply 
that understanding inappropriately to the other. 

What I have written earlier applies to morality in the 
narrow sense. It is possible to use the same framework 
to model medical morality in the broad sense, but it is 
much more complex. In addition to the basic value- 
balancing act we face with a given moral dilemma, we 
are also operating within a web of institutions (our 
culture, state and federal law, a hospital), each of 
which has a somewhat different characteristic pattern 
of balancing values. It is the conflict among these 
different patterns that gives rise to the deepest of 
conflicts of interest in medicine. Thus, in the commit- 
ment example in figure 2, it may be fine to decide that 
a patient's individual liberty outweighs his or her need 
for treatment in a given case, but if the patient is 
mentally ill and at all homicidal, the law requires that 
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he or she be committed. (The law assigns relatively 
more weight than does medicine to the consideration 
of individuals other than the one in question.) Simi- 
larly, the current debate over for-profit hospital cor- 
porations focuses on the effects that must inevitably 
result when doctors choose to operate within yet 
another institution with yet another pattern of value 
balancing which differs from that of the institution of 
medicine (5). 

Examples in which doctors are forced to act as 
“double agents” (as when psychiatrists [6] are called 
on by society to protect society from dangerous men- 
tally ill people and not just serve their patients) high- 
light the difference between morality in the narrow and 
the broad senses, but these added levels of complexity 
are always operating, since decisions are always being 
made within a web of institutions. It would be possible 
to add “obedience to the law" to the values in figure 2, 
but it would have to be placed on both sides of the 
scale, since it might weigh in either direction depend- 
ing on the facts of the case. 

In fact, legal considerations are not the only ones to 
weigh on both sides of the scale, and this represents 
another added level of complexity. It is not uncommon 
for a value, such as personal autonomy, to weigh on 
both sides of a case—especially when this value arises 
with regard to two different individuals. But the same 
value may appear on both sides of the scale even with 
regard to the same person, as when there are quality of 
life issues weighing on both sides of a case concerning 
artificial life support. In these cases, it becomes useful 
to examine how these values come to appear on both 
sides and in what context they do so. As will be seen 
later, it is the working through of such problems that 
usually makes the best decision clear. 

Finally, as one more added level of complexity, it is 
worth noting that if medical ethics is meaningful as a 
characteristic pattern of balancing values, this may 
differ from the pattern that represents the personal 
moral principles of an individual physician. It is one 
thing to observe the “two-way street" of medicine 
inculcating medical values in young doctors and young 
people choosing medicine because they hold those 
values already, but it is another to pretend that per- 
sonal codes of ethics on the part of even the most 
well-intentioned physicians will always coincide with 
those of the profession as an institution. This is 
particularly a problem for young doctors who have not 
yet had enough experience to internalize many of the 
values of the profession. When such conflicts arise in 
medical students and house staff between, as one 
fourth-year medical student once put it, “what I feel I 
should do as a doctor and what I feel I should do as a 
person,” it is important not to underestimate the 
power of that experience in the process of profession- 
alization. Within medicine’s characteristic pattern of 
balancing values, there is great scope for differences of 
opinion between intelligent and “ethical” doctors. 
This is indeed what makes medical ethics such an 
important (and lively) field for discussion and research. 
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APPLICATIONS TO PERSONAL ETHICAL PROBLEM 
SOLVING 


When we apply the model of ethical problem solving 
to the ethical dilemmas we face daily as physicians, the 
most striking quality that stands out is just how 
personal the process is. It is not surprising that once 
physicians start writing out their lists of competing 
values over time, they keep those lists under lock and 
key. The personal nature of our moral principles is 
hardly surprising, since these principles reveal parts of 
us that we often hide from ourselves, let alone from 
friends or colleagues. (Even in the confidence of psy- 
choanalysis, it is often only through analyzing our 
resistance to facing such matters that the analyst comes 
to understand them!) 

This emotional side of what might otherwise be 
considered a rigorous intellectual procedure for solv- 
ing ethical problems should warn against a dangerous 
trap—that of using the procedure to lie to ourselves. 
Consider, for example, the case of a terminally ill 
patient in great pain from the bony metastases of her 
cancer, who seems unable to be weaned from her 
respirator. We set out to use our conscience to balance 
the values involved by anticipating the anxiety we feel 
as we contemplate our various alternatives. But maybe 
what we are really doing as we choose to “pull the 
plug” is not carrying on our reflective equilibrium at 
all: perhaps it is merely processing the anxiety we are 
feeling because our own mother or grandmother is (or 
was) in a similar situation in which we felt powerless 
to change things. This is the factor that might be called 
“countertransference distortion” (by analogy with the 
distortion arising from the analyst’s own unconscious 
issues in a psychoanalysis). It is a factor that is difficult 
to separate from the process described earlier, but one 
that must be considered in every case. Our personal 
experiences outside our professional lives must and 
should influence our moral experiences within our 
professional lives. We must, however, be on guard for 
“outlying points on the curve,” like the asterisk in 
figure 1. Notice that, as drawn, the asterisk would 
have been less of an outlier earlier in time, however. 
Indeed, it is only by having a fairly good idea of where 
our equilibrium is and has been (ie., by being the 
“well-analyzed analysts of our dilemmas”) that we can 
prevent ourselves from letting such personal issues 
interfere with our professional moral integrity—one of 
the most difficult challenges of all. 

When we have made the effort to work through this 
difficult balancing act, the personal rewards are 
equally great. We can, for one thing, defend our 
decisions against the criticism of others, as well as 
against our own self-doubt. A doctor may be criticized 
(or criticize himself or herself) for having failed to give 
enough weight to a patient's individual liberty when 
the patient is committed into a hospital, for example. 
The accusation is made: “Well, I guess that person's 
individual liberty did not mean much to you” (or “to 


55 


me" in the case of self-doubts). Having worked 


Am I Peurhiates 144.7 Tuh: 1997 


ee RE 


EDWARD M. HUNDERT 


through the difficult balancing of values, however, we 
know that the patient’s liberty meant quite a bit to 
us—it was, in fact, the value we attached to the 
patient’s liberty that made the decision so difficult. 
Once such trade-offs are understood within the con- 
text of the model, then, it is of the utmost importance 
to remember that the values which are outweighed in a 
given case were far from “nothing” to us. The pains we 
take in making decisions in the face of dilemmas testify 
to the priority that we did indeed attach to those values 
which were ultimately outweighed. It is in this way 
that we can understand what is meant when we say 
that we give honor to life not by always preserving life 
at any cost but by the pains we take when we make 
decisions that have the opposite effect. 


APPLICATIONS TO HOSPITAL ETHICS COMMITTEES 


Many institutions, particularly hospitals, have re- 
cently developed standing ethics committees that serve 
functions varying from support group, to educator, to 
tribunal. Some of these committees merely form a 
forum for discussion, while others hand down actual 
(binding or nonbinding) recommendations for action 
(7). Since many of the most difficult ethical problems 
within an institution are now addressed by a commit- 
tee, it is worth mentioning how the model described 
earlier might be used (or abused) in such a setting. 

Each member of an ethics committee brings to it a 
great variety of experience with balancing values one 
against another in a great variety of contexts and 
within a great variety of institutions. A certain amount 
of self-selection usually occurs, and members of the 
committee typically have relatively strong, well-artic- 
ulated moral principles. They may not put it in these 
words, but they each know pretty well how much 
safety they are willing to trade off for how much 
privacy, how much welfare for how much justice. The 
ethics committee itself, however, forms a new and 
unique institution that tends to polarize its members: 
the member who gives the most weight to justice 
considerations (relative to other values)—even if only 
marginally so—will quickly become the group's “‘de- 
fender of justice” (this member will often be a lawyer 
if there is one on the committee, for reasons discussed 
earlier). As case after case is addressed by the commit- 
tee, members soon come almost to expect the ‘“‘de- 
fender of privacy,” the “defender of social welfare,” 
and the “defender of patient autonomy” each to take 
his or her ground. Indeed, the knowledge that the 
defenders of patient autonomy and privacy are at the 
committee meeting makes it easier for the defender of 
social welfare, for example, to argue for the involun- 
tary commitment of an arguably dangerous mentally 
ill patient. After all, the balancing of many other values 
against social welfare no longer has to be carried out in 
the mind of any given member; it instead gets carried 
out among members, each of whom argues for thé 
weight of one or two values only. 
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The group dynamic I am now describing is, of 
course, one of the most basic of group behaviors. A 
form of group projective identification, it is the process 
by which conflicts really occurring in the mind of each 
group member get played out within the group, as each 
member accepts and “holds for the group” one part of 
the story. In observing this process as a member of a 
medical-school-affiliated community hospital ethics 
committee, I have been impressed by how vividly the 
committee as a group can demonstrate the model that 
I have proposed for individual ethical problem solving. 
This is not merely an interesting group dynamic; it has 
important practical correlates as well. Ethics commit- 
tees are often charged with making policy recommen- 
dations to the hospital's governing body (or actually 
setting policy in some cases, either through precedent 
or more formally). In choosing among a wide spectrum 
of policy options, an ethics committee can use to great 
advantage the process by which competing values 
become represented by different members, as the fol- 
lowing example will demonstrate. 

Our ethics committee was asked to consider the case 
of a nurse who had accidentally stuck her finger with a 
needle that had been used to draw blood from a 
homosexual patient suffering from pneumocystis pneu- 
monia. The patient had a presumptive diagnosis of 
acquired immune deficiency syndrome (AIDS), al- 
though he refused laboratory testing for both T-cell 
subset ratios and human T-cell lymphotrophic virus 
type III (HTLV-II) antibody titers. He stated that he 
had no desire to know the results of such tests himself 
and feared that the information would be used against 
him, if not in the hospital, then by potential employers 
who might ask about such tests should he, at least 
temporarily, be back in the job market. The nurse said 
she wanted to know the patient's HTLV-II immune 
status, even though she claimed to know all the data 
on needle stick "exposures" to AIDS and problems 
with HTLV-III antibody testing. She said she realized it 
was not like a needle stick exposure to hepatitis, in 
which the hepatitis immune status of the patient might 
lead to prophylaxis for the nurse, since her behavior in 
this case would be unaffected by the result of the test. 
(She stated that she planned to have her own HTLV-III 
antibody titer checked every 6 months.) She did, 
however, believe that she had a right to the informa- 
tion, and she based her claim partly on her having 
sustained the needle stick in the course of caring for the 
patient. 

A deadlock ensued when the patient repeatedly 
refused to give consent for the tests, and the case was 
brought before the ethics committee. As the committee 
members took up their "established positions" (the 
“defender of privacy" speaking for the patient's fears 
of discrimination, and so forth), a number of construc- 
tive new policy options were articulated as the mem- 
bers sought specific ways of preserving the values that 
seemed to conflict. If the patient's decision to refuse the 
test was really based only on his fear that the informa- 
tion would get into the wrong hands (or even if he 
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himself also wanted not to know), perhaps the pathol- 
ogy department could devise a triple-blind coding 
system so that only the patient and nurse (or even only 
the nurse) could ever find out the result. The value of 
privacy could then be upheld without having to trade 
off anything else. If the patient still refused, his auton- 
omy stood in direct conflict with the nurse's wishes, 
and privacy was not the issue. Other supports could 
then be put in place for the nurse, including further 
education about such tests and their meaning, to give 
what reassurance she sought without having to com- 
promise the patient's right to refuse the tests (which 
the committee felt must outweigh the nurse's desire 
to know the result). And so what was in the begin- 
ning a question of "should we do the test or not" 
turned into a discussion of the numerous actions that 
might maximize all of the values that seemed to 
conflict, before any trade-offs must, in the end, be 
made. 

The policies developed by an ethics committee are 
the analogue of an individual's moral principles. The 
policies define the “balancing equations" that calculate 
how much of one value is to be traded off for others 
when such trade-offs must be made. We see in the 
development of such policies the same equilibrium 
discussed earlier: people's moral experiences, offered 
by their consciences, affect the policies developed; but 
the policies, once photocopied and hung around the 
hospital, will also affect people's moral experiences 
when the next problem case arises. Since their policies 
affect the moral experience of the entire hospital 
community, ethics committees must take extra care in 
deciding when, how, and whether or not to establish 
any given policy. Even a well-written and thoughtful 
policy, if poorly timed, can disrupt the moral environ- 
ment of an institution strained by values in conflict. (It 
is easier to discuss how the professions of medicine and 
law might differ in their characteristic pattern of 
balancing values than to note the obvious fact that 
nursing, social work, hospital administration, and 
other related professions each also have their own 
pattern of balancing values which differs from that of 
medicine—a fact that we often find embarrassing and 
try to ignore.) 

The main point here, however, is that an ethics 
committee can use the process by which it balances 
values among members to create new policies that 
alleviate the need for trading off one value for another, 
and the same outcome can and should be achieved by 
individuals balancing values within their own con- 
science. Once the values in conflict are understood, the 
original dilemma—stated as an unpalatable choice 
between “‘tell the whole truth or lie" or “commit the 
patient or just let him go"—Gmay dissolve through the 
many options that might preserve the truth and relieve 
suffering, respect the patient's liberty and preserve 
social welfare. This, after all, is the most desirable 
outcome when we are faced with a dilemma: not to 
have to choose after all between the "big mistakes" in 
question. 
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APPLICATIONS TO TEACHING MEDICAL ETHICS 


I shall conclude by discussing the proposed model 
with regard to the teaching of medical ethics in medical 
schools and residency training programs. I do not 
mean to discuss here the practical side of how a given 
group of students might apply the model to learn 
about various specific moral issues (which could be 
done in a variety of ways). What I would like to 
address is, in essence, the relationship between theory 
and practice. 

The dynamic equilibrium represented in figure 1 is, 
in a way, an equilibrium between theory and practice, 
between one’s intellectual understanding of one’s 
moral position and one’s actual moral experience. It 
may well be that the curve will end up in the same 
place eventually whether the first step in the equilib- 
rium comes from the theory or the practice side, but 
early on the difference may well be dramatic. If, for 
example, one’s first struggle to articulate personal 
principles about abortion occurs after, as a third-year 
medical student, one has assisted with a second-trimes- 
ter abortion, the practical, experience side will likely 
set the equilibrium in a definite direction. (This is why 
the antiabortion movement uses grotesque photo- 
graphs to “educate” people to consider the pros and 
cons of abortion.) If, instead of the practice side, the 
theory side started off the process—if as first- or 
second-year students the individuals in question were 
forced to balance the values involved for themselves— 
their moral experience in the operating room would 
likely be somewhat different, and the equilibrium 
would be set in motion initially in a somewhat dif- 
ferent direction. 

The relationship between theory and practice, and 
which comes first in medical training, is thus no small 
matter. Of course, theory cannot exist in complete 
isolation from practice, and so cases must be used to 
focus the theory even in preclinical ethics courses. But 
this effort pays off when the students, in their clinical 
training, come to new moral experiences with more 
mature moral principles. In medical training we do not 
wait until people’s lives are at stake to teach anatomy 
and physiology. Neither should we wait until moral 
choices must be made to teach medical ethics. Ethics 
must be taught alongside every clinical decision, but 
solid foundations must be laid for moral as well as 
clinical decision making. 

For the past 5 years I have been teaching medical 
ethics to first- and second-year medical students at 
Harvard Medical School. My belief that the equilib- 
rium should start with theory goes beyond the preclini- 
cal stage of training of the students in the classroom. 
The course itself begins by introducing the values 
themselves—what is meant by welfare, justice, liberty, 
and so forth. If these concepts become the tools that 
are used to dissect ethical problems, surely they should 
be analyzed before their meaning might be prejudiced 
by weighing one against the next in a medical context. 
Indeed, to resist the effects of the class’s prejudices, the 
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values in question are introduced through a historical 
review of their development and of the various moral 
theories through the ages that emphasized the primacy 
of each. Only then are the classically problematic 
moral issues in medicine addressed, week by week, by 
students prepared to methodically balance the many 
values that conflict around each case. 

This application to the teaching of medical ethics 
thus enables each future doctor to sharpen his or her 
own moral position by using a rigorous problem 
solving method. By focusing each student's attention 
on his or her own moral experience, the model I have 
described provides a tool for thinking about ethical 
problems—a tool that teaches how to think, not what 
to think. Teaching medical students what to think 
about ethical issues has no place in medical education 
in a free society—it is merely propagandizing of the 
worst kind. As a tool for conceptualizing ethical 
problem solving, the model I have discussed enables 
teachers to teach the proper subject of the medical 
ethics curriculum: bow, not what to think. 

Each of us can use the model to come to our own 
conclusions about how to act in any given case. By 
focusing our attention on the particular values in 
conflict, we sharpen our own moral position and 
evolve in the reflective equilibrium that exists between 
our moral principles and our moral experience. But the 
model does a bit more than that. It also provides a 
context within.which we can carry out meaningful and 
productive moral argument. Just as I chal'enge my 
students to define their own pattern of how each value 
is to be weighed against all others, we must all 
continually challenge one another to do the same as 
the process of moral education continues through our 
lives. Only then can we understand how different 
points of view really conflict, and only then can we 
each preserve the vitality of our own morality. 


SUMMARY AND CONCLUSIONS 


In this article I have introduced a model for ethical 
problem solving in medicine and discussed a few of its 
practical applications. It is a descriptive model in that 
it seeks to demonstrate certain basic principles by 
modeling the behavior we see around us every day. In 
particular, the model focuses on the conflicting values 
that give rise to the "dilemma" nature of ethical 
problems. Moral principles are conceptualized as the 
"equations" offered by our conscience that compute 
how much each value is “worth” in terms of each of 
the other conflicting values, and these principles are 
found to evolve in a dynamic "reflective equilibrium" 
with our moral experiences. The moral actions we take 
are determined by the ultimate balance of relative 
weights assigned to all of the competing values as they 
arise from the particular facts of a problematic case— 
and so each new dilemma helps us develop our prin- 
ciples by introducing new patterns of conflicting val- 
ues. The effort it takes to carry out such a balancing act 
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in a problematic case reminds us that the outweighed 
values were not “nothing” to us in that process, and 
this itself can help avoid many misunderstandings and 
confusions. 

The model dismisses the simple-minded position of 
those who define their moral principles in terms of 
adherence to a consistent action (always tell the whole 
truth, always preserve life at all costs) by emphasizing 
that consistency applies at the level of principles, not 
actions. If one’s principle incorporates a given trade- 
off among the preservation of life, individual auton- 
omy, and relief from suffering, different cases are 
bound to result in different actions, but consistency is 
still found at the deeper and appropriate level. Medi- 
cine itself is not neutral with respect to trade-offs 
between values, and the pattern of value balancing 
characteristic of medicine as a profession gives rise to 
what is commonly called “medical ethics"—Aan ethics 
that may conflict with that of other institutions within 
which doctors must make moral decisions (and may at 
times conflict even with doctors’ personal codes of 
ethics, particularly at early stages of their training). 

The practical application of the model to ethical 
problem solving reveals a number of advantages, not 
the least of which is the possibility of finding alterna- 
tive solutions that avoid the “dilemma position" alto- 
gether. By considering the actual values that are in 
conflict, we may discover options that alleviate the 
need to trade one off against another—the best of all 
possible solutions when it can be achieved. Keeping 
track of our own reflective equilibrium thus not only 
prevents our stated moral principles from straying too 
far from our moral experiences, it presents a strategy 
for maximizing adherence to all of the values that we 
hold dear. It also enables us to defend our moral 
position against criticism, to identify where points of 
real conflict exist with others and thus make moral 
discourse more meaningful, and, crucially, it can en- 
able us to see when personal (countertransference) 
issues are giving rise to feelings that lie far off the curve 
of our reflective equilibrium. Writing successive lists of 
values on pieces of paper over time may seem like a 
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simple-minded exercise, but it is one of the only ways 
to avoid the dangerous trap of lying to ourselves about 
our own moral position when difficult personal issues 
confuse our rational approach to ethical problem 
solving. 

My introduction of a few practical applications of 
the model (to hospital ethics committees, medical 
ethics teaching, and personal ethical problem solving) 
is intended only as a beginning. A great number of 
applications can be made. For example, cross-cultural 
ethical problems can be understood by recognizing 
that different lists of values are in conflict, rather than 
merely different weightings of the same lists (as is 
usually assumed but is true only in single-culture 
problems). Health policy issues might be analyzed in 
terms of the competition within the political arena of 
each relevant institution's characteristic pattern of 
value balancing. And so on. My goal here has simply 
been to introduce a method of conceptualizing ethical 
problem solving in medicine. The examples are meant 
primarily to define the model better and show how it 
might be put to work. Just as theory and practice 
sharpen one another in an evolving equilibrium within 
the model, so too will the model itself evolve as it is 
applied in different contexts by different people. This is 
how deeper understanding develops, both within the 
medical community and within each of us. 


REFERENCES 


1. Rawls J: A Theory of Justice. Cambridge, Harvard University 
Press, 1971, pp 48-51 

2. Kant I: Critique of Practical Reason (1788). Translated by Beck 
LW. Chicago, University of Chicago Press, 1949 

3. Mackie JL: Ethics: Inventing Right and Wrong. Baltimore, 
Penguin Books, 1977, pp 106—107 

4. Warnock GJ: The Object of Morality. London, Methuen, 1971 

5. Relman AS: The new medical-industrial complex. N Engl J Med 
1980; 303:963—970 

6. O’Brien Steinfels M, Levine C (eds): In the Service of the State: 
The Psychiatrist as Double Agent. Hastings-on-Hudson, NY, 
Hastings Center, 1978 

7. Fost N, Cranford RE: Hospital ethics committees. JAMA 1985; 
253:2687—2692 


Am I Psychiatry 144:7. Tulv 1987 








The Legal Basis of Forensic Psychiatry: 
Statutorily Mandated Psychiatric Diagnoses 


Joseph D. Bloom, M.D., and Jeffrey L. Rogers, J.D. 


Using the Oregon statutory scheme as an example, 
the authors review certain areas of the law where 
psychiatric expertise is mandated by statute. This 
review points out the diversity of determinations 
where forensic psychiatric expertise is required by 
law. The authors’ thesis is that forensic psychiatry 
draws its vitality from the law. Legal requirements, 
however, should not dictate psychiatric response, 
which should be guided by psychiatric knowledge 
and ethical concerns. 

(Am J Psychiatry 1987; 144:847—853) 


E orensic psychiatry is a controversial subspecialty 
of psychiatry. The controversy became even more 
intense and visible after the 1982 insanity verdict in the 
case of John Hinckley, Jr. In a public opinion survey 
conducted in Delaware 1 week after the Hinckley 
verdict, Slater and Hans (1) demonstrated that the 
public had little confidence in the psychiatric testimony 
offered at the trial and little faith in the forensic 
psychiatrist’s ability to make meaningful determina- 
tions of legal insanity. Negative views of forensic 
psychiatry are not confined to public opinion. The 
psychiatric profession itself is actively debating the role 
of forensic psychiatry and its effects on the profession 
as a whole. 

In a 1984 discussion of the destigmatization of 
mental illness (2), John Talbott, then President-Elect of 
APA, commented on forensic psychiatry: 


As a coda, let me suggest that our inability to look 
anything but ridiculous in the celebrated courtroom bat- 
tles of the experts over the existence of mental illness or 
lack of it in criminal suspects makes the process of 
destigmatization of our patients all the more difficult. This 
Association must find some way to protect the seriously ill 
from being punished for acts they committed when incom- 
prehensibly psychotic, while eliminating the spectacles 
that occur all too frequently between our so-called forensic 
experts and that tarnish all of us and our patients. 
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These familiar criticisms focus on practical problems 
ostensibly created for psychiatry by the participation 
of forensic psychiatrists in adversarial legal proceed- 
ings. Other commentators, such as Stone (3), have 
questioned the ethics of forensic psychiatry. Attempt- 
ing to find a middle ground within the psychiatric 
profession while making a strong and positive appeal 
to public opinion, APA published a 1983 position 
paper on the insanity defense itself that attempted to 
define some roles for forensic psychiatrists within the 
criminal justice system (4). 

Facing heavy attack from within the psychiatric 
profession as well as outside, where does forensic 
psychiatry draw its strength and how does it retain its 
vitality? In this paper we contend that the strength of 
the field comes from the law itself. Forensic expertise is 
statutorily mandated. In many areas of the law there is 
a defined need to know about the mental condition of 
persons involved in the proceedings. Psychiatric diag- 
noses are prerequisites for many critical determina- 
tions in the civil law and criminal justice process. In 
this paper we will focus on areas where psychiatric 
diagnosis is required by law. We will also examine the 
pervasive need in statutory law for the determination 
of dangerousness. 

We hope to demonstrate that forensic psychiatry has 
a solid foundation in statutory law and, further, that 
the law takes a utilitarian approach to psychiatric 
diagnosis and chooses what it wants to hear from 
psychiatry, often in seemingly inconsistent ways in 
different contexts. Finally, having demonstrated what 
the law wants from psychiatry, we will discuss some of 
psychiatry’s past responses and current options. The 
fact that statutes call for psychiatric diagnoses and 
determinations of dangerousness does not mean that 
psychiatrists must come forward to make these deter- 
minations. Psychiatry’s options in this regard will be 
discussed in the light of the options available to those 
who practice forensic psychiatry in the face of increas- 
ing criticism and hostility (5). 

We will focus on psychiatric diagnosis and the 
determination of dangerousness as required by certain 
civil and criminal statutes. To illustrate, we will use the 
Oregon statutory scheme as a model to highlight areas 
of the law where psychiatric diagnoses are required. 
Similar, if not identical, schemata can be constructed 
for other state and federal jurisdictions. We chose 
Oregon because of our familiarity with its statutes. 
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We examined Oregon’s laws and identified all stat- 
utes calling for a psychiatric diagnosis or for a “near 
diagnosis." Each requirement for psychiatric opinion 
will be noted, with particular attention to areas of 
controversy. 


CIVIL STATUTES 
Civil Commitment 


For the purposes of civil commitment, Oregon de- 
fines a “mentally ill person" as a person who, because 
of a mental disorder is either: (a) Dangerous to himself 
or others; or (b) unable to provide for his basic 
personal needs and is not receiving such care as is 
necessary for his health and safety” (6, 426.005). 

Two controversial areas appear in this definition: 
the lack of definition of the term “mental disorder” 
and the determination of dangerousness to self or 
others. We believe that the legislature did not define 
“mental disorder” and that case law has kept the 
definition very broad for the specific public purpose of 
attempting to provide a place for the detention, eval- 
uation, and treatment of potentially dangerous per- 
sons. In fact, in 1984 the Oregon Court of Appeals 
ruled that alcoholism is a mental disorder for purposes 
of civil commitment (7). This leaves the psychiatrists, 
other mental health professionals, and judges involved 
in this process with wide latitude in relation to psychi- 
atric diagnosis. Even though the definition of the term 
mental disorder is broad, the law clearly expects that 
the judge will base decisions on expert opinion and 
testimony. 

One area of controversy is whether the test for civil 
commitment, even with its broad concept of mental 
disorder, is applied too narrowly, allowing persons 
with personality disorders who might potentially be 
dangerous to remain in the community. Research into 
civil commitment in Oregon (8) suggests that individ- 
uals with personality disorders enter the system but 
that few go all the way through the process to com- 
mitment. In examining the Oregon commitment proc- 
ess, Shore et al. (9) found that 16% of 189 persons 
entering the civil commitment process were diagnosed 
as suffering from personality disorders. Only 2% of 
this group of persons with personality disorders were 
eventually committed. 

Nonetheless, it can be argued that even the abbrevi- 
ated process augments public security to some degree, 
because those crisis-prone individuals who have per- 
sonality disorders and who might be occasionally 
dangerous can be detained on an emergency basis by 
police and physicians for up to 5 days before their 
court hearing. In many cases this brief period allows 
for some degree of crisis resolution and short-term 
treatment. 

. It is thus not surprising that mental disorder, as it 
appears in Oregon’s civil commitment statute, is re- 
tained as a broad category so as not to restrict its 
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availability as a potential means of avoiding harm to 
persons. Dangerousness is thus the central issue in this 
area; the diagnosis serves as an entry point to the more 
important legal concern. This view of diagnosis and 
dangerousness carries through most of the determina- 
tions discussed in this paper. 


Sexually Dangerous Persons 


This statute provides for the civil commitment of 
persons defined as sexually dangerous. In recent years 
in Oregon the statute has been used with decreasing 
frequency in favor of criminal prosecution of sex 
offenders, followed by the possibility of treatment in a 
program run jointly by the corrections and mental 
health systems once the offender has been sentenced. 
As defined by statute, a “sexually dangerous person" is 
“a person who because of repeated or compulsive acts 
of misconduct in sexual matters, or because of a 
mental disease or defect, is deemed likely to continue 
to perform such acts and be a danger to other persons" 
(6, 126.510). 

As in civil commitment, the diagnosis called for is 
not clear but combines the concepts of repeated and 
compulsive acts of sexual misconduct with mental 
disorder and dangerousness, which is again central to 
the determination. Perhaps this test could be applied 
without forensic psychiatric testimony; however, the 
inclusion of the term “mental disease or defect," even 
in the alternative, ensures that experts will be con- 
sulted in this area. 


Guardianship 


In order to have a guardian appointed in Oregon, a 
person must be an “incapacitated person," defined 
very generally as “a person who is unable, without 
assistance, to properly manage or take care of himself 
or his personal affairs" (6, 126.003). Although not 
specifically calling for psychiatric diagnosis, the statute 
is broad enough to allow psychiatric testimony in 
guardianship proceedings. Lawyers and judges are 
often eager to look to mental health experts for 
guidance in such decisions. The test has been applied 
only occasionally in Oregon to appoint guardians for 
mentally ill persons (10). 


Other Civil Tests 


Lawyers use the testimony of psychiatrists in many 
other areas of the civil law, such as determinations for 
workers! compensation, personal injury, testamentary 
capacity, and child custody. However, these areas 
stand in contrast to the statutorily mandated diagnoses 
that are the theme of the present paper. A brief 
discussion of workers’ compensation will illustrate the 
difference. 

Oregon's workers’ compensation statutes do not 
contain any reference to mental disease or defect. 
There is no statutory test that requires a psychiatric 
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diagnosis per se. However, the statute does provide 
that any occupational disease is compensable. Over the 
years, Oregon courts, like courts in most states, have 
decided individual cases in which they allowed com- 
pensation for mental diseases. That is to say, the courts 
have gradually broadened the definition of "disease" 
to include mental diseases as well as more traditionally 
compensable physical] diseases. 

Accordingly, lawyers have increasingly turned to 
psychiatrists to diagnose and testify about mental 
diseases claimed to be related to job stress. But they are 
not required to use psychiatric testimony to make their 
case. Furthermore, most workers’ compensation cases 
do not involve mental diseases, and there is therefore 
no participation by psychiatrists. Personal injury cases 
illustrate the difference even more starkly. The statutes 
themselves contain no reference to disease of any sort. 
Psychiatrists are often called into court but not because 
of any statutory test. 

This is in contrast to the other legal areas discussed 
in this paper, which include a statutory test that 
effectively mandates psychiatric testimony. Thus, for 
example, civil commitment cases always involve par- 
ticipation by mental health experts because the statute 
requires a statement that the subject has a “mental 
disorder.” Both categories of cases are important to 
forensic psychiatrists. But we concentrate in this paper 
on those areas of the law with statutorily mandated 
diagnoses because we believe they are at the core of 
forensic psychiatry and because they are the areas that 
have generated the most attention. 


CRIMINAL STATUTES 
Competency to Stand Trial 


This is a critical determination in the criminal law 
and an area that has had its own share of controversy. 
Determinations of competency to stand trial are not 
particularly concerned with the issue of dangerous- 
ness. The main issue here relates to the facilitation of 
the trial process. Consideration of dangerousness is a 
secondary determination once incompetency is estab- 
lished and the question becomes where and how to 
restore the person to competency: “A defendant may 
be found incompetent [to stand trial] if, as a result of 
mental disease or defect, he is unable: (a) to under- 
stand the nature of the proceedings against him; or (b) 
to assist and cooperate with his counsel; or (c) to 
participate in his defense" (6, 161.360). 

Once again, “mental disease or defect" is not de- 
fined by the statutes, but it is generally interpreted by 
most forensic psychiatrists to mean some form of 
psychosis, organic mental disorder, or mental retarda- 
tion. Our impression is that in Oregon relatively few 
persons are found incompetent to stand trial. On the 
other hand, Oregon appears to have a high relative 
rate of successful insanity defenses, which has become 
the object of much attention within the state. 
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The Insanity Defense 


As in most jurisdictions, the insanity defense in 
Oregon occupies a central position in the tension 
between law and psychiatry. As a result of these 
tensions, considerable modifications have occurred 
over the years in relation both to the test itself and to 
the disposition and management of successful insanity 
acquittees. 


A person is guilty except for insanity if, as a result of 
mental disease or defect at the time of engaging in criminal 
conduct, the person lacks substantial capacity e:ther to 
appreciate the criminality of the conduct or to conform the 
conduct to the requirements of law. . . . The terms "mental 
disease or defect" do not include an abnormality mani- 
fested only by repeated criminal or otherwise antisocial 
conduct, nor do they include any abnormality constituting 
solely a personality disorder. (6, 161.295; emphasis 
added) 


Forensic psychiatry has been under both severe and 
visible attack regarding its role in the insanity cefense. 
There has been also considerable nationa’ debate 
about the insanity defense within the criminal justice 
system. As a result we now have experiments with 
abolition of the defense in Idaho (11) and Montana 
(12) and with the addition of a verdict of guilty but 
mentally ill in Michigan (13) and other jurisdictions. 
The verdict of guilty but mentally ill was instituted 
with the hope of reducing the number of successful 
insanity defenses by providing an alternative verdict 
that combined findings of guilt and menta’ illness. 
Initial experience shows that this has not taken place 
and that the number of successful insanity defenses 
remains much the same (14). 

In 1978 Oregon created the Psychiatric Security 
Review Board (15), a parole-board-type model for 
monitoring insanity defense acquittees while in the 
hospital and/or on conditional release in the commu- 
nity. When the Psychiatric Security Review Board was 
created, the legislature did not substantially alter the 
insanity test that had been adopted in 1973 from the 
American Law Institute test. This approach to date has 
proved workable and acceptable to a wide variety of 
persons (16—20). As part of its insanity defense paper 
(4), APA cited the Psychiatric Security Review Board 
as a potential model for providing both auginented 
security for the general public and psychiatric treat- 
ment for the offender. 

Although evidence as to the success of the Psychiat- 
ric Security Review Board existed, there was substan- 
tial pressure in the 1983 Oregon legislature to alter the 
system following the Hinckley verdict. After much 
debate, the Psychiatric Security Review Board was left 
intact. There were, however, two important caanges 
made in the insanity test itself. First, the narre of the 
verdict was changed from “‘not responsible because of 
mental disease or defect” to “guilty except for insan- 
ity.” This change was made by the legislature in an 
attempt to more accurately characterize what happens 
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when a person is acquitted by reason of insanity in 
Oregon. In a previous paper (21) we described the 
sequel to acquittal as an “insanity sentence.” This is 
now reflected in the name of the insanity verdict. The 
name change was also designed to reduce public 
confusion regarding the distinction between a finding 
of not guilty and a finding of insanity (22). It is not, 
however, synonymous with the verdict of guilty but 
mentally ill, which is a finding of guilt leading to a 
disposition within the corrections system. 

The second major change in Oregon’s test for insan- 
ity was to modify the second paragraph of the Oregon 
statute by adding a prohibition on insanity defenses 
based solely on any personality disorder, not just 
antisocial personality. There were several reasons the 
legislature chose to exclude the entire broad category 
of personality disorders. In general, insanity defenses 
in Oregon (19) and elsewhere (23, 24) have been 
successful for only the most seriously disordered indi- 
viduals—those with diagnoses of psychosis, usually 
schizophrenia, severe organic impairment, or moder- 
ate to severe mental retardation. Personality disorders 
were excluded in the belief that the insanity defense 
should only be available for those with severe cognitive 
impairment. 

Support for excluding defendants with personality 
disorders from the insanity defense came from those 
responsible for treating hospitalized Psychiatric Secur- 
ity Review Board clients. Before 1984, approximately 
20% of those persons entering the insanity defense 
system in Oregon had been diagnosed by state hospital 
psychiatrists as suffering solely from personality disor- 
ders (19). It was this 20%, people with personality 
disorders, who were viewed as the most difficult pa- 
tients to treat. 

This Oregon trend is mirrored by Rachlin et al. (25), 
who proposed two categories of mental conditions for 
forensic classification, “exculpatory and non-exculpa- 
tory mental conditions.” Rachlin et al. placed individ- 
uals with personality disorders within the nonexculpa- 
tory group and viewed these individuals as ineligible 
for insanity defense proceedirigs. Eliminating the voli- 
tional arm of the American Law Institute test was 
recommended by APA (4) and has been adopted by 
Congress as part of its insanity defense modifications 
(26) as another means of dealing with the impulse- 
prone individual with personality disorder without 
specifically excluding a whole diagnostic category 
from the insanity defense. 


The Diminished Capacity Defenses 


The diminished capacity defenses are poorly under- 
stood by niost psychiatrists and are often confused by 
the press and public with the insanity defense. Dimin- 
ished capacity defenses exist because of the distinction 
in the law between criminal act (actus rea) and crimi- 
nal state of mind (mens rea). In order to find guilt, both 
must be proved. The degree of the crime varies not 
only with the seriousness of the defendant's act but 
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also with the culpability of the defendant's mental 
state. Three Oregon statutes exist in this area, one 
applicable to all crimes, one to crimes where substance 
abuse was involved, and one only in murder cases. 

Mental disease or defect. A defendant may introduce 
expert evidence concerning his or her psychiatric con- 
dition whenever the mental illness has relevance to the 
mental state required by the crime: “Evidence that the 
actor suffered from a mental disease or defect is 
admissible whenever it is relevant to the issue of 
whether he did or did not have the intent which is an 
element of the crime" (6, 161.300). 

If the evidence shows that the defendant did not, for 
example, act intentionally, he or she can be convicted 
only of a less severe crime. Thus, the defendant's 
diminished capacity to act with intent serves as a 
partial defense. No empirical evidence exists as to the 
frequency of use of this statute. Our impression is that 
it is used frequently as a basis for plea bargaining and 
much less frequently in trials. 

Intoxication. The specific statutes dealing with use 
of alcohol and drugs are probably the most frequently 
used within the diminished capacity framework: 


The use of drugs or controlled substances, dependence 
on drugs or controlled substances or voluntary intoxica- 
tion shall not, as such, constitute a defense to a criminal 
charge, but in any prosecution for an offense, evidence that 
the defendant used drugs or controlled substances, or was 
dependent on drugs or controlled substances, or was 
intoxicated may be offered by the defendant whenever it is 
relevant to negative an element of the crime charged. 

When recklessness establishes an element of the offense, 
if the defendant, due to the use of drugs or controlled 
substances, dependence on drugs or controlled substances 
or voluntary intoxication, is unaware of a risk of which 
the defendant would have been aware had the defendant 
been not intoxicated, not using drugs or controlled sub- 
stances, or not dependent on drugs or controlled sub- 
stances, such unawareness is immaterial. (6, 161.125) 


Cáses involving voluntary intoxication with drugs 
or, more commonly, alcohol have a long history of 
being handled within a diminished capacity frame- 
work. The intoxicated person is viewed as less respon- 
sible, or culpable, than a nonintoxicated defendant. 
The Oregon statute makes just such a distinction but 
does not allow the diminished capacity defense to 
reduce a crime below the level of recklessness, since 
becoming voluntarily intoxicated is itself viewed as 
reckless behavior. 

Extreme emotional disturbance. In Oregon, a spe- 
cific diminished capacity statute exists in relation to 
homicide cases. A criminal homicide is reduced from 
murder to first-degree manslaughter if “it is committed 
recklessly under circumstances manifesting extreme 
indifference to the value of life” (6, 163.115[2]) or it is 
committed by a person under the influence of an 
“extreme emotional disturbance," defined as follows: 


A murder becomes manslaughter when the homicide is 
committed under the influence of extreme emotional dis- 
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turbance when such disturbance is not the result of the 
person’s own intentional, knowing, reckless or criminally 
negligent act, and for which disturbance there is a reason- 
able explanation. The reasonableness of the explanation 
for the disturbance shall be determined from the stand- 
point of an ordinary person in the actor’s situation under 
the circumstances as the actor reasonably believes them to 
be. (6, 163.115[2]) 


Although “extreme emotional disturbance" is cer- 
tainly not a recognized psychiatric diagnosis, the ex- 
pert witness is called on to make such a determination. 
This generally means that the expert must translate the 
extreme emotional disturbance into a psychiatric dis- 
order, the development of which is understandable in 
relation to the facts of the case. These are usually the 
heat-of-passion cases. These cases typically involve the 
disruption of relationships or a chain of events set up 
by factors found in the situational psychiatric disor- 
ders. 


Sentencing of Criminal Offenders 


We now move from the trial phase of a criminal 
prosecution to the sentencing phase and focus on 
dangerous offender and death penalty statutes. Both 
statutes allow the state to increase the penalty of 
individuals on the basis of criteria that include the 
nature of the crime and the offender's past history. 
Both emphasize psychiatric diagnosis and the predic- 
tion of future dangerousness, thus inviting psychia- 
trists to enter into a very difficult area of the decision- 
making process. 

The dangerous offender statute. In Oregon this 
statute applies to a defendant who is “being sentenced 
for a class A felony and the court finds that he is 
suffering from a severe personality disorder indicating 
a propensity toward criminal activity" (6, 161.725). 

The statute outlines a procedure for appointing a 
psychiatrist to conduct an examination and provide 
the court with written findings and conclusions regard- 
ing the presence of this unspecified "severe personality 
disorder" that indicates a “propensity toward criminal 
activity." After hearing the case, the judge may then 
sentence the individual as a dangerous offender, which 
results in an extended prison sentence and less oppor- 
tunity for parole. 

The death penalty. The dangerous offender statute 
has similarities to the death penalty statute recently 
enacted in Oregon, modeled after the Texas statute. In 
Oregon the following determinations are required in 
order to sentence an individual to death. 


Upon finding that the defendant is guilty of aggravated 
murder, the court shall conduct a separate sentencing 
proceeding to determine whether the defendant shall be 
sentenced to life imprisonment or death. The proceeding 
shall be conducted in the trial court before the trial jury as 
soon as practicable. ... 

Upon the conclusion of the presentation of the evidence, 
the court shall submit the following issues to the jury: 

a) Whether the conduct of the defendant that caused the 
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death of the deceased was committed deliberately and with 
the reasonable expectation that death of the deceased or 
another would result; 

b) Whether there is a probability that the defendant 
would commit criminal acts of violence that would con- 
stitute a continuing threat to society. In determining this 
issue, the court shall instruct the jury to consider any 
mitigating circumstances offered in evidence, including, 
but not limited to, the defendant’s age, the extent and 
severity of the defendant’s prior criminal conduc: and the 
extent of the mental and emotional pressure under which 
the defendant was acting at the time the offense was 
committed; and 

c) If raised by the evidence, whether the concuct of the 
defendant in killing the deceased was unreasonable in 
response to the provocation, if any, by the deceased. 

The state must prove each issue submitted beyond a 
reasonable doubt, and the jury shall return a special 
verdict of “yes” or “no” on each issue considered. 

The court shall charge the jury that it may not answer 
any issue “‘yes” unless it agrees unanimously. 

If the jury returns an affirmative finding on each issue 
considered under this section, the trial judge shail sentence 
the defendant to death. (6, 163.095 and 163.105 [as 
amended by ballot measure number 7, Nov. 6, 1984]) 


Psychiatric participation in dangerous offender and, 
most particularly, in death penalty sentences has pro- 
duced, and will continue to produce, controversy that 
is every bit as great as in cases involving the insanity 
defense. The sentences imposed in both dangerous 
offender and death penalty statutes are based in part 
on psychiatrists’ linking personality disorder to the 
long-term prediction of dangerousness. The Oregon 
dangerous offender statute calls on psychiatrists to say 
whether the person has a severe personality disorder 
related to a propensity toward criminal activity. Al- 
though the death penalty is less specific with regard to 
psychiatric diagnosis, similar factors have apncared in 
death penalty cases. The link between personality 
disorder, especially antisocial personality disorder, and 
the prediction of future dangerousness is a key ingre- 
dient in the imposition of the death penalty. 

On the basis of studies emanating initially from the 
Baxstrom decision (27), Monahan (28), Cocozza and 
Steadman (29), and Shah (30) graphically illustrated 
the lack of ability of psychiatrists to predict long-term 
dangerous behavior. The attack on the preciction of 
dangerousness became more acute with the revitaliza- 
tion of death penalty statutes. In several Texas murder 
cases (31, 32) APA threw its weight as an organization 
against psychiatric prediction of long-term dangerous- 
ness. It should follow that if psychiatrists cannot 
reliably or validly predict dangerousness or tink such 
predictions to a diagnosis of personality disorder, then 
psychiatrists should not participate in dangerous of- 
fender proceedings or death penalty cases. The judge 
or jury should make their decisions in these areas on 
the basis of moral reasoning rather than cloaking these 
decisions in a pseudo-scientific mantle. i 

Monahan (33) urged reexamination of the issue of 
the prediction of dangerousness. He characterized 
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what he termed “‘second generation thinking” regard- 
ing the prediction issue as having several themes. First 
is that critical review of the existing prediction re- 
search demonstrates many methodological flaws in the 
basic research literature in this area. There is also 
concern about the scope of the criticism of prediction 
in the research literature, suggesting that perhaps 
certain types of short-term predictions are more tena- 
ble than long-term predictions. Monahan also dis- 
played guarded optimism about the future of research 
endeavors in this area. 

Regardless of whether this is the beginning of some 
shift in the view of behavioral scientists in relation to 
the prediction of dangerousness, there remains to date 
no conclusive reason to suggest that clinicians can or 
should enter into such predictions, especially in rela- 
tion to long-term issues. Diagnoses of personality 
disorders, in and of themselves, mean little for long- 
term outcome predictions of individual cases. In prac- 
tice, everybody, including the psychiatrist, makes the 
prediction on an assumed actuarial basis applied to 
aggregates of individuals. The appearance of a psychi- 
atrist, even one who is there to state the obvious, can 
often confuse the issue by making it look as though 
more is being said than anyone might know by review- 
ing the facts of the case. By appearing to state the 
obvious, forensic psychiatrists give the proceeding an 
air of science, although all that is happening is that the 
forensic psychiatrist, either intentionally or unwit- 
tingly, is inserting his or her own moral judgment into 
the process by way of expert testimony. This is not to 
say that there are no suitable roles for forensic psychi- 
atric testimony at sentencing. There are viable sentenc- 
ing roles for psychiatrists that speak to issues of 
mitigation (34) and rehabilitation without entering 
into the arena of long-term prediction of dangerous- 
ness. 


DISCUSSION 


The thesis of this paper is that statutory law requires 
psychiatric opinion in various civil and criminal hear- 
ings and that forensic psychiatry draws much of its 
continuing vitality from these legal requirements. We 
have noted several major areas where such input is 
required by statute in many diverse types of hearings. 

We have also discussed some of the major issues 
relevant to these various statutes. Currently, the most 
controversial areas involving forensic psychiatrists are 
related to the insanity defense and psychiatric involve- 
ment in death penalty cases, including, as numbers of 
death row inmates continue to grow, the issue of 
competency to be executed. These areas have brought 
the most criticism to the psychiatric profession from its 
own members, from public policy makers, and from 
the general public. Some areas, in particular the dimin- 
ished capacity statutes, are poorly understood and 
often confused with insanity defenses, again contrib- 
uting to an often poorly focused criticism of psychiat- 
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ric involvement in the courtroom. By contrast, some 
areas of psychiatric involvement in court activities are 
widely accepted. For example, although the civil com- 
mitment standards have been subject to a great deal of 
scrutiny and change in the last decade, not many have 
campaigned for removing psychiatrists from the civil 
commitment courtroom. Most people would consider 
a civil commitment hearing without psychiatric testi- 
mony unacceptable. 

Finally, some of the statutory determinations have 
had their day of controversy and have, for the most 
part, passed into history. An example of this is 
Oregon’s civil sexually dangerous person statute, 
which has been replaced in most cases by criminal 
prosecution for sexual offenders, with treatment avail- 
able on a limited basis through agreements between 
the corrections and mental health systems. 

Having noted what the law wants from psychiatry, 
we now briefly examine some options available to 
organized psychiatry in the present atmosphere of 
misunderstanding, criticism, and hostility. One option 
is total withdrawal from the legal arena. The vacuum 
created would be rapidly filled by other mental health 
professionals, who would respond to the needs of the 
legal system as psychiatry has attempted to do in the 
past. This may appeal to a certain portion of organized 
psychiatry, but not to all, and is thus unlikely to be 
either workable or enforceable. 

Another theoretical approach is to change the legal 
system. Crimes could be determined by act alone, and 
a new system could be constructed that would operate 
without consideration for the individual’s mental con- 
dition—in short, without any behavioral science in the 
courtroom. This position appeals to some, and bits 
and pieces of such change have taken place. However, 
these changes have fallen far short of one often-stated 
goal of getting psychiatrists out of the courtroom. 
Moreover, the concept of mental state is such an 
integral part of our legal heritage that it is unrealistic 
to consider abandoning it. 

We view total withdrawal of psychiatrists from the 
courtroom or comprehensive change of the law as 
unrealistic and counterproductive responses to difficult 
situations. We favor instead a pick-and-choose ap- 
proach to forensic psychiatry. In an earlier paper (5) 
we advocated viewing the practice of forensic psychi- 
atry within a consultation framework, which allows us 
to respond to the demands of the law within a psychi- 
atric context. The best option for psychiatry is to 
consult with the legal profession to bring psychiatric 
expertise to the legal arena, but only within the ethics 
of consultation and the limitations of knowledge in 
our own field (5). 

The ethics of consultation are no simple matter, but 
we must strive to define this area as we provide 
consultation both in and outside of the psychiatric care 
system. Regarding the limitations of our knowledge, 
we should address diagnosis and mental state with 
some freedom but not play loose with legal tests. 
Some, like the civil commitment test, can be addressed; 
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others, such as the prediction of long-term dangerous- 
ness—especially as it affects life and death decisions— 
should not be addressed given the current state of our 
knowledge. Where the knowledge exists, ethics should 
control whether we should participate at all in matters 
that might result in the death of the persons we 
examine. 

In summary, since statutes will continue to call for 
psychiatric diagnoses, forensic psychiatrists will con- 
tinue to be in demand. We are proposing a limited yet 
viable forensic psychiatry. As we have noted, the law 
and its statutory tests will not draw the line for 
psychiatrists. This must be done by the psychiatrists 
themselves, who should not provide opinions in the 
guise of expertise without firm scientific basis for the 
opinion. Failure of psychiatrists to impose limits on 
themselves has been the source of much of the criticism 
of forensic psychiatry. We believe that the approach 
outlined in this paper would benefit the law, its clients 
(who in many cases are our patients [35]), and psychi- 
atry itself by meeting the severe challenge of the 
advisory system with introspection and a recognition 
of the limits of our knowledge. 
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Serum Prolactin Levels in Sons of Alcoholics 
and Control Subjects 


Marc A. Schuckit, M.D., Eric Gold, and Craig Risch, M.D. 


The authors evaluated changes in serum prolactin 
levels as a measure of differences in response to 
ethanol between 30 healthy, drinking, young adult 
sons of alcobolics and 30 matched control subjects 
with no family bistory of psychiatric or substance 
abuse problems. The control subjects were matched 
for demographic variables, drug use histories, and 
alcohol use histories. Each individual was tested on 
three occasions, receiving, in random order, placebo, 
0.75 mllkg of ethanol, and 1.1 ml/kg of ethanol. 
Controlling for baseline prolactin measures and 
hormonal changes after placebo, the authors found 
that the sons of alcoholics had significantly lower 
prolactin levels in response to the high-dose ethanol 
challenge. 

(Am J Psychiatry 1987; 144:854-859) 


O ur laboratory is searching for trait or vulnerabil- 
ity markers of a predisposition toward alcohol- 
ism (1, 2). We have focused on young adult sons of 
alcoholic fathers (subjects with a positive family his- 
tory) in recognition of their three- to fourfold higher 
risk for the future development of this disorder (2, 3). 
We have compared these healthy, higher-risk young 
men with carefully matched control subjects who have 
no known family history of psychiatric or substance 
abuse problems (subjects with a negative family his- 
tory). 
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One consistent finding has been a lower intensity of 
reaction to ethanol in the sons of alcoholics. Despite 
similar ratings after placebo, following ingestion of 
active alcohol doses, subjects with a positive family 
history reported significantly less intense feelings of 
intoxication than those with a negative family history 
(4-6), a finding corroborated in two other laboratories 
(7, 8). In our studies (9), subjects with a positive family 
history also had lower postethanol scores on tests 
measuring changes in cognitive and motor perform- 
ance, such as standing steadiness (body sway), than did 
those with a negative family history. 

Changes in subjective feelings and levels of perform- 
ance after drinking, however, could be influenced by 
many factors other than genetic predisposition. There- 
fore, we have searched for more biological and less 
subjective markers of the intensity of reaction to 
drinking. To be of maximal value, these biological 
measures should be relatively simple and noninvasive, 
inexpensive, reliable, and easy to repeat during the test 
sessions, and they must be likely to change following 
the doses of ethanol used in our research paradigm. 
One biological measure that meets these criteria is the 
plasma level of prolactin (10-12). 

In work published in 1983 (11), we observed the 
plasma level of prolactin after administration of a 
single dose of 0.75 ml/kg of ethanol in 44 pairs of 
subjects with positive or negative family histories of 
alcoholism (88 men). We documented an increase in 
this hormone after ethanol administration for both 
family-history groups but a more rapid return to 
pre-ethanol challenge levels and below for the positive- 
family-history group during the 3-hour experimental 
period. The most impressive group difference for 
plasma level of prolactin was seen 150 minutes after 
ethanol administration. Although consistent with our 
prediction of less intense or more transitory changes in 
plasma level of prolactin after ingestion of ethanol for 
the positive-family-history group, the results were con- 
sidered preliminary for two reasons. First, the absence 
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of a placebo session did not allow us to control for the 
effects of time, expectancy, and nonspecific testing 
stresses. The second limitation was the problem inher- 
ent in attempting to understand a phenomenon while 
observing reactions after only one ethanol test dose. 

The investigation reported in this paper was an 
attempt to expand on the 1983 study by using another 
group of matched pairs of subjects with positive or 
negative family histories and adding a placebo session 
and a second ethanol challenge session. 


METHOD 


Subjects were identified through a structured ques- 
tionnaire sent to all male students and nonacademic 
staff 21-25 years old at the University of California, 
San Diego. The 70% who responded were paid $3 to 
supply demographic information and data on past 
history of medical and psychiatric problems, drinking 
and drug use patterns and problems, and any history 
of psychiatric disorders in themselves and first-degree 
relatives. All potential subjects who already fulfilled 
DSM-III criteria for alcoholism, drug abuse, or any 
other major psychiatric disorder or who had any major 
medical problem were excluded from the sample. 

The remaining individuals were placed in the posi- 
tive-family-history category if the questionnaire or 
subsequent interview indicated that they had a biolog- 
ical father who met DSM-III criteria for alcoholism. 
Each of the 30 men with this positive family history 
was matched for age, race, religion, educational level, 
recent drinking history, drug use history, and height- 
to-weight ratio with a control subject without a history 
of alcoholism, drug abuse, or major psychiatric disor- 
der in any first- or second-degree relative. Each indi- 
vidual was then brought to the laboratory on three 
occasions, where he received, in random order (with 
the same sequence for each member of a pair), placebo 
(3 ml of ethanol floated on top of a mixer), 0.75 ml/kg 
of 95% ethanol, or 1.1 ml/kg of 95% ethanol. Active 
drinks were administered as a 20% by volume solution 
in a sugar-free, noncaffeinated, carbonated beverage 
consumed over 10 minutes. 

For all sessions, men arrived at 7:00 a.m. after a 
10-hour fast and underwent baseline cognitive and 
psychomotor testing. Then an 18-gauge scalp-vein 
needle attached to a heparin lock was inserted in an 
antecubital vein. At approximately 9:00 a.m. and a 
minimum of 30 minutes after the venipuncture, base- 
line blood samples were drawn, the beverage was 
administered, and the subject was tested for approxi- 
mately 3 hours. Blood samples were taken for mea- 
surement of blood alcohol level and plasma level of 
prolactin approximately every half-hour. Blood alco- 
hol levels were analyzed by using the head-space 
technique on a gas chromatograph with a flame- 
ionization detector. Plasma level of prolactin was 
measured with a direct plasma assay kit obtained from 
Immunex (San Diego, Calif.) using an antibody with a 
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cross-reactivity with follicle-stimulating hormone 
(FSH) of 1.0%, with thyroid-stimulating hormone 
(TSH) of 0.3%, with leutinizing hormone (LH) of 
0.1%, and with human growth hormone (GH) of 
0.1%. The procedure has a detection limit of 3 ng/ml 
and intraassay and interassay coefficients of variation 
of 8% and 10%, respectively (13). 

The major differences between family-history 
groups in plasma levels of prolactin over time were 
analyzed in two ways. First, to evaluate placebo results 
we used a two-factor, mixed-model, repeated-mea- 
sures analysis of covariance in which subjects were 
nested with respect to the "between" factor (family 
history) and crossed with respect to the "within" 
factor (time). Although baseline measures did not 
differ significantly between family-history groups or 
across sessions, they correlated with postbaseline val- 
ues and so were used as covariates in all analyses. 

The second major type of analysis was carried out to 
directly compare placebo values with results from each 
active dose. We considered treating family history as a 
"within" factor (a randomized block design) in a 
repeated measures analysis. This approach would have 
been most appropriate if there were significant levels of 
intrapair correlation for plasma level of prolactin. The 
absence of a consistent significant correlation between 
groups of subjects with positive or negative family 
histories dictated that the most conservative statistical 
approach was to use a mixed model, treating our 
family-history groups as statistically independent. 
Thus, we carried out two separate three-factor, mixed- 
model, repeated-measures analyses of covariance (pla- 
cebo versus low dose and placebo versus high dose) 
with dose as an additional “within” factor. All results 
are reported as means SDs. 


RESULTS 


Complete data were available on 30 Caucasian pairs 
of subjects with positive or negative family histories 
(60 men). The mean age of these men was 22.21.75 
years, and their history of alcohol intake over the 
previous 6 months included drinking on 8.3+5.06 
days per month and consuming 3.07 1.08 drinks per 
occasion. The blood alcohol levels after the two active 
ethanol doses were similar for the positivc-family- 
history group (58.08.13 and 96.23: 11.53 mg/dl (mil- 
ligrams of ethanol per 100 ml of blood) and for the 
negative-family-history group (57.2::6.99 and 91.3 
12.32 mg/dl) after low and high ethanol doses, respec- 
tively. An analysis of variance (ANOVA) comparing 
the positive-family-history group and the negative- 
family-history group after both doses revealed no 
significant differences. 

Baseline raw plasma prolactin values foz the pla- 
cebo, low-dose, and high-dose sessions were also sim- 
ilar for the positive-family-history group (6.54€ 2.54, 
6.49 1.96, and 6.58+2.14 ng/ml) and the negative- 
family-history group (6.27X2.49, 5.87:1.77, and 


855 


PROLACTIN IN SONS OF ALCOHOLICS 


AL e 


FIGURE 1. Changes in Plasma Prolactin Levels in Response to Placebo and Low- and High-Dose Ethanol Challenge in 30 Men With and 30 


Matched Control Subjects Without a Family History of Alcoholism 
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*Plasma prolactin levels log transformed and adjusted for baseline values by analysis of covariance. 


TABLE 1. Analyses of Covariance for Changes in Plasma Prolactin Levels in Response to Placebo and Low- and High-Dose Ethanol Challenge 
in 30 Men With and 30 Matched Control Subjects Without a Family History of Alcoholism 


Placebo 

Factor F df p 
Main effects 

Time 26.51 5,290 <.01 

Dose 

Family history 0.18 1, 57 .67 
Interactions 

Dose x Time 

Family History X Time 3.04 5, 290 .01 


Dose x Family History 
Dose x Family History x Time 


*Significant by post hoc analysis. 


6.04+2.73 ng/ml). The two-factor repeated-measures 
ANOVA for the log-transformed baseline values over 
the three sessions revealed no significant differences. 
Overall, using Pearson’s r for the 60 men in the 
sample, we found that baseline placebo prolactin levels 
correlated with low-dose baseline prolactin levels at 
.67 (p<.001) and with high-dose baseline prolactin 
levels at .65 (p<.001) and that low-dose baseline 
plasma levels correlated with high-dose baseline pro- 
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Analyses 
Low-Dose Ethanol High-Dose Ethanol 
F df p F df p 

92.51 5, 290 «.001 43.31 5, 290 «.01 
26.04 1,57 «01 82.07 1, 57 <.01 

1.09 1, 57 30 2.90 1, 57 .09 
35.96 5, 290 «.01 12.89 5, 290 «.001 

6.36 5, 290 «.01 0.69 5, 290 .63 

0.11 1,57 74 1.60 1, 57 21 

0.86 5, 290 51 2.26 1,57 «.05* 


lactin levels at .69 (p«.001). 

Figure 1 presents the mean log-transformed plasma 
levels of prolactin for the two family-history groups 
following placebo, low-dose, and high-dose chal- 
lenges. The values have been log transformed to cor- 
rect for departures from normality expected with this 
pulsatile hormone, and the data were adjusted by 
means of analyses of covariance to reflect any minor 
group differences at baseline. 
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Figure 1 shows that plasma levels of prolactin for 
both groups decreased during the first 90 minutes after 
placebo administration (falling off more rapidly for the 
positive-family-history group), after which there was a 
leveling off or slight increase. The two-factor analysis 
of covariance results presented in table 1 for placebo 
reveal that there was a significant change in hormone 
levels over time but that the family-history groups did 
not differ significantly following placebo, Although 
there was a significant interaction between family 
history status and time, post hoc tests of simple main 
effects (14) revealed no significant group differences at 
any individual time point. 

As shown in figure 1, following the low-dose ethanol 
challenge both family-history groups demonstrated an 
increase in plasma levels of prolactin at 30 and 60 
minutes, after which there was a rapid decrease in 
values over the remaining experimental period. Using 
placebo versus low dose ethanol in the three-factor 
analysis of covariance outlined in table 1, we found 
that among the main effects there was a significant 
change in plasma level of prolactin over time and a 
significant dose effect, although when placebo and 
low-dose data over time were combined the family 
history effect alone was not significant. Looking at 
interactions, we found significant Dose by Time and 
Family History by Time interactions, but after the time 
points were collapsed, the two family-history groups 
did not show significant differences over the two doses 
(Dose by Family History interaction). The triple inter- 
action of Dose by Time by Family History was not 
significant. In summary, there is evidence that the 
overall plasma prolactin response following low-dose 
ethanol was significantly different from plasma prolac- 
tin values following placebo. However, despite the 
trend for lower plasma levels of prolactin for the 
positive-family-history group after the low dose, this 
trend was not significant when changes after placebo 
were considered. 

As demonstrated in figure 1, the changes in plasma 
level of prolactin following the high-dose ethanol 
challenge were greater than those observed following 
the low-dose challenge. Both family-history groups 
showed a sharp increase in plasma level of prolactin at 
30 and 60 minutes, after which values returned toward 
baseline; there was a more rapid decrease for the 
positive-family-history group than for the negative- 
family-history group. The results of the three-factor 
analysis of covariance comparing prolactin levels after 
high-dose challenge with those after placebo are also 
shown in table 1. Among main effects, there were 
significant time and dose effects, but combining the 
two doses and all time points revealed that the plasma 
level of prolactin values for the two groups were not 
significantly different. Looking at interactions, we 
found that the Dose by Time interaction was signifi- 
cant, but the Family History by Time and the Dose by 
Family History interactions were not. Important for 
our consideration was the documentation of a signifi- 
cant triple interaction between dose, family history, 
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and time. Using the post hoc test of simple interaction 
effects (14) and concentrating on the time point that 
had best differentiated groups in our 1983 data, we 
found a significant group difference at 150 minutes 
(F=5.60, df=1, 347, p<.02). Additional post hoc 
analyses revealed differences between the two groups 
at 120 minutes as well (F=4.50, df=1, 347, p=.03), 
although because of appropriate adjustments in alpha 
levels for post hoc tests this was not statistically 
significant. In summary, statistical analyses of the data 
from figure 1 revealed that plasma prolactin values 
were significantly different during high-dose and pla- 
cebo sessions and that, even after placebo results were 
considered, hormone levels for the two family groups 
became significantly different at 150 minutes following 
the high-dose ethanol challenge. 

There was also a significant ethanol dose effect on 
plasma levels of prolactin between low-dose and high- 
dose challenges. Among main effects, family history 
approached significance (F=3.43, df=1, 57, p=.07), 


‘while dose (F=35.71, df=1, 57, p<.001) and time 


(F=76.16, df=5, 290, p<.001) were significant. For 
interactions, the Dose by Time by Family History 
interaction was significant (F=3.80, df=5, 290, p= 
.002), and post hoc tests revealed that the difference at 
150 minutes was significant (F=7.50, df=1, 347, p= 
.006). 

To this point in the analyses we have used the most 
demanding statistics, comparing plasma levels of pro- 
lactin during the entire 3 hours. One potential problem 
with this approach, however, is that equal emphasis is 
placed on hormone increases and decreases. It is 
possible that such analyses could contribute to a type II 
error and that group differences in the acute plasma 
prolactin response to ethanol could be missed. There- 
fore, we carried out an additional series of analyses. 

First, we invoked Student’s t test to determine if the 
maximum log-transformed plasma prolactin values 
reached in each test condition were significantly dif- 
ferent for the two family-history groups, after adjust- 
ing for any baseline differences. Although the positive- 
family-history group and the negative-family-history 
group did not differ significantly on this measure after 
placebo (t=—0.34, df=58, p=.74) or after high-dose 
ethanol (t=—0.87, df=58, p=.38), the plasma prolac- 
tin levels of the negative-family-history group did 
increase significantly more than those of the positive- 
family-history group following the low-dose challenge 
(t —1.97, df=58, p=.05). 

Second, we compared the mean positive prolactin 
values over the 180 minutes for the two family-history 
groups in the three test conditions after subtracting 
baseline values (15). These results showed that the 
changes after placebo were small, with no family- 
history group differences. In contrast, the active dose 
data revealed a nonsignificant trend for group differ- 
ences following low-dose challenge (t=—1.51, df=58, 
p=.14) and a significant group difference following 
high-dose challenge (t=—2.38, df=58, p=.02). The 
combined results from high- and low-dose sessions 
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also indicated a significantly greater increase in plasma 
level of prolactin for the negative-family-history group 
(t=—0.258, df=58, p=.01). 


DISCUSSION 


These results document another important differ- 
ence in response to ethanol between positive-family- 
history and negative-family-history matched pairs. 
Both this study and our 1983 study generally revealed 
lower postethanol plasma levels of prolactin for the 
positive-family-history group, despite similar hormone 
values at baseline, with the most impressive difference 
at 150 minutes after drinking. 

Inspection of figure 1 could lead to two different 
(although not mutually exclusive) interpretations. The 
trend observed after the low-dose challenge might 
indicate that the negative-family-history group re- 
sponded more intensely with higher plasma levels of 
prolactin during the first hour following a modest 
ethanol challenge. After the high dose, on the other 
hand, the groups demonstrated similar increases in 
plasma level of prolactin, but the positive-family- 
history group appeared to have adapted more rapidly 
to the presence of ethanol, showing a faster decrease in 
plasma level of prolactin during the test session. It is 
also possible that the high dose of ethanol was high 
enough so that both family-history groups demon- 
strated their maximal prolactin response and that only 
after the blood alcohol levels began to fall did the 
group differential become apparent. A different re- 
search paradigm using multiple ethanol test doses 
during a single session is required to answer if either of 
these explanations is correct. 

The patterns of changes in plasma level of prolactin 
after ethanol administration were similar in this study 
and in the 1983 study. However, in the earlier inves- 
tigation significant differences were observed after a 
low dose, while the data presented here revealed the 
greatest differential between family-history groups fol- 
lowing a high dose. It is possible that the overall group 
difference after a low dose might have become signif- 
icant if our study of 30 pairs had been expanded to 44 
pairs, as were used in 1983, or that we may have seen 
even a greater group difference if a high dose had also 
been used in the earlier study. The inconsistency, 
however, suggests that although both studies docu- 
ment a potentialy important difference between 
positive-family-history and  negative-family-history 
matched pairs in their response to ethanol, the precise 
nature of the group difference in postethanol plasma 
levels of prolactin and its relationship to ethanol dose 
is not fully understood. 

The information reported here is important for a 
number of reasons. First, the lower plasma levels of 
prolactin after ethanol for the positive-family-history 
group are consistent with our measures of postethanol 
subjective feelings, decrements in cognitive and psy- 
chomotor performance, and changes in cortisol levels 
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in sons of alcoholics (5, 6, 9, 16, 17). It is reassuring 
that the results from yet another biological system 
indicate that the two family-history groups respond 
differently to modest ethanol doses. 

A second important aspect of these data is the 
potential power that postethanol plasma levels of 
prolactin might add to a multivariate approach used to 
identify individuals at highest risk for alcoholism. 
Although the concurrence between our 1983 results 
and those of the present study is impressive, the level of 
statistical significance of the differences between posi- 
tive-family-history and negative-family-history groups 
is modest. Therefore, when used alone, it is not likely 
that plasma level of prolactin will be an exceptionally 
sensitive marker associated with differences in ethanol 
response between family-history groups. However, 
preliminary analyses indicate that changes in plasma 
level of prolactin might not correlate closely with most 
other measures of ethanol response, including subjec- 
tive intoxication, changes in electrophysiological and 
cognitive/psychomotor performance, and alterations 
in cortisol levels. Thus, plasma level of prolactin might 
be tapping a relatively distinct dimension of differences 
between positive-family-history and negative-family- 
history groups. 

Third, the prolactin data may serve another impor- 
tant purpose in the future. Meltzer (10) has suggested 
that the study of hormonal responses in individuals 
with various psychiatric diagnoses might be a “win- 
dow" to neurochemical changes in the brain and the 
pituitary gland. It is possible that study of a combina- 
tion of prolactin and other neurohormones might help 
us to understand more about the relationship between 
ethanol-induced neurotransmitter changes and the risk 
for the future development of alcoholism. 

Finally, the data presented here corroborate the 
change in plasma prolactin levels following challenges 
with clinically relevant doses of ethanol, regardless of 
family history. The levels of this hormone dropped 
over time during the placebo session, a finding consist- 
ent with the testing of subjects in the early morning, 
soon after awakening (12). However, hormone 
changes after low-dose ethanol were significantly dif- 
ferent from those after placebo, and plasma levels of 
prolactin following high-dose ethanol were signifi- 
cantly different from values following both placebo 
and the low-dose ethanol challenge. Unfortunately, the 
present study sheds little light on the neurochemical 
mechanisms contributing to the increase in plasma 
level of prolactin following ethanol administration. 
We were addressing the more limited question of 
whether this hormone changed in our test paradigm, 
whether the change was different after the two ethanol 
doses, and whether the amount of change differed for 
the two family-history groups. 
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Platelet Membrane Fluidity in Alzheimer’s Disease 
and Major Depression 


George S. Zubenko, M.D., Ph.D., Bruce M. Cohen, M.D., Ph.D., 
Charles F. Reynolds III, M.D., François Boller, M.D., Ph.D., 
Ivana Malinakova, M.S., and Nanci Keefe, M.A. 


Double-blind fluorescence studies of platelet 
membrane fluidity were conducted at 37°C for 51 
patients with Alzheimer-type dementia, 24 
nondemented depressed patients, and 50 
neurologically healthy subjects. The fluidity of the 
hydrocarbon region of platelet membranes from the 
demented group, as reflected by the steady-state 
anisotropy of the fluorescent probe 1,6-diphenyl- 
1,3,5-hexatriene (DPH), was significantly greater than 
that for the depressed and normal control subjects. 
Within the demented group, platelet membrane 
fluidity was significantly correlated with severity of 
dementia but not with duration of illness or age at 
onset. Demented patients with "increased" platelet 
membrane fluidity had an earlier onset, were more 
severely demented, and deteriorated more rapidly. 

(Am J Psychiatry 1987; 144:860—868) 


N 1 ounting evidence suggests that Alzheimer's dis- 

ease is accompanied by pathologic changes in 
cells outside the CNS (1, 2). Abnormalities in non- 
neural cells of patients with Alzheimer's disease have 
been reported in platelets (3—6), RBCs (7-16), granu- 
locytes (17, 18), lymphocytes (19—27), cultured skin 
fibroblasts (28—31), and adrenal medullary cells (32). 
Several of thse abnormalities—including our initial 
. Observation that platelet membranes of patients with 
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Alzheimer’s disease exhibited increased membrane flu- 
idity, as revealed by fluorescence studies with the 
probe 1,6-diphenyl-1,3,5-hexatriene (DPH) (5, 6)— 
suggest that Alzheimer's disease is accompanied by 
alterations in the structure or function of cell mem- 
branes from nonneural as well as neural tissues. In 
support of this possibility, abnormalities of cell mem- 
brane composition and structure have been found in 
brain tissue obtained at autopsy from patients with 
confirmed Alzheimer's disease who have died. These 
include changes in brain phospholipid metabolism, as 
revealed by ?!P nuclear magnetic resonance spectro- 
scopy (33, 34), disordering of cortical myelin, as indi- 
cated by X-ray diffraction studies (35), and an alter- 
ation in the molecular dynamics of hippocampal mem- 
branes, as shown by fluorescence spectroscopy (36). 

It is difficult to study brain diseases, and it is 
currently impossible to establish the diagnosis of 
Alzheimer's disease before postmortem examination of 
brain tissue. Given these problems, the impact of a 
reliable and specific antemortem peripheral tissue 
marker for Alzheimer's disease would be substantial. 
Such a marker would not only serve as a clue to the 
biological basis of Alzheimer's disease but would also 
improve clinical research on the epidemiology and 
treatment of the disorder by allowing accurate diagno- 
sis while the patient is alive. The reliability of the 
finding of abnormal platelet membrane fluidity in 
Alzheimer's disease has already been suggested by its 
replicability in our studies and those of other investi- 
gators (N. Hicks et al., personal communication). The 
specificity of the finding has not been established. 
Abnormalities of peripheral tissues, including abnor- 
malities of cell membranes, receptors, and enzymes of 
blood elements, have been reported in CNS diseases as 
diverse as Huntington's chorea (37—39), multiple scle- 
rosis (40, 41), and affective illness (42—48). This raises 
the question of whether any such abnormalities are 
disease specific or whether they are all merely general 
phenomena associated with CNS dysfunction or 
chronic illness. 

To begin to address this question, we compared 
membrane characteristics of platelets isolated from 51 
demented patients with probable Alzheimer's disease, 
24 nondemented depressed patients, and 50 neurolog- 
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ically healthy control subjects. Depressed patients were 
chosen as a comparison group to control for the 
nonspecific effects associated with debilitating mental 
illness. In addition, depression and dementia share 
some syndromic features, and the differential diagnosis 
of these two illnesses is not always clear (49). Finally, 
it has been reported that membrane characteristics of 
blood elements are abnormal in depressed patients 
(42-48), making depressed patients an excellent com- 
parison group for testing the specificity of the associ- 
ation of altered membrane fluidity to Alzheimer’s 
disease. Analyses of membrane fluidity were per- 
formed at 37°C with DPH and 1-[4-(trimethylamino) 
phenyl]-6-phenyl-1,3,5-hexatriene (TMADPH), which 
label the membrane hydrocarbon region and lipid- 
aqueous interface, respectively (50, 51). The resulting 
biophysical characteristics of corresponding mem- 
brane preparations were compared among the drug- 
free, age- and sex-matched diagnostic groups, and 
their relationship to demographic variables and clini- 
cal severity was examined. 


METHOD 


The study sample consisted of 125 subjects who 
were at least 45 years of age. A complete history was 
taken, and each subject underwent a physical exami- 
nation and detailed neurological, psychiatric, and 


mental status examinations. All subjects had normal. 


results on CBC, urinalysis, blood chemistry screen, and 
thyroid function tests and had normal serum folate 
and By, levels. None of them were suffering from 
malnutrition or vitamin deficiency syndromes, as de- 
termined by clinical and laboratory evaluation. Indi- 
viduals with disorders that affect blood cell membrane 
lipid composition or serum lipid profiles—including 
alcohol or other substance abuse, generalized athero- 
sclerosis, familial lipidoses, diabetes mellitus, uremia, 
and nephrosis—and those who were on restrictive 
diets were excluded from the study (50, 52, 53). 

The control group consisted of 50 neurologically 
healthy volunteers. The Alzheimer's disease group 
consisted of 51 outpatients with "probable" Alzheim- 
er's disease as defined by NINCDS-ADRDA criteria 
(54). Individuals who had any history of treatment 
with neuroleptic or antidepressant drugs or who were 
currently being treated with any medication that can 
affect platelet membrane fluidity by in vitro or in vivo 
exposure were excluded from these two groups (55— 
58). In addition, all patients remained free of any drug 
ingestion, including the use of aspirin, for at least 24 
hours before blood was drawn. Forty-eight of the 50 
control subjects and 44 of the 51 demented patients 
were not receiving any prescribed medications. The 
medications taken by the remaining subjects at the 
time of entry into the study were primarily diuretics 
and/or digitalis derivatives. The clinical diagnosis of 
probable Alzheimer's disease was made conjointly by a 
neurologist and a psychiatrist on the basis of the 
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insidious onset of dementia with progression in the 
absence of other systemic or brain diseases that may 
cause dementia. Each demented patient received both a 
CAT scan and an EEG. Findings on either test that 
suggested focal neurological disease served as addi- 
tional exclusion criteria. Patients who experienced 
delusions, hallucinations, or seizures only after the 
onset of dementia were not excluded. The age at onset 
of symptoms of dementia was determined to the 
nearest year according to a history provided by the 
patient, the patient's family, and the treating physi- 
cian. Duration of illness was determined by subtract- 
ing the patient's age at onset from the age at the time 
blood was drawn. The degree of cognitive impairment 
was graded by use of the Mini-Mental State (59) score 
(0-—worst, 30=best) and the Dementia Rating Scale 
(60) score (O=best, 28— worst). 

À total of 24 elderly, depressed nondemented inpa- 
tients were included as a comparison group. All sub- 
jects in this group met the criteria of the Schedule for 
Affective Disorders and Schizophrenia— Lifetime Ver- 
sion (61) and the Research Diagnostic Criteria (62) for 
major depressive disorder (primary, unipolar, or non- 
delusional), met DSM-III criteria for major depression 
without psychotic features, and had Hamilton Rating 
Scale for Depression (63) scores of 15 or more (single 
rater, first 17 items). To exclude patients with 
dementia, a Mini-Mental State score of 26 or more 
also served as a criterion for inclusion in this group. 
Patients in this group were medication free for at least 
2 weeks before blood was drawn. All subjects provided 
written informed consent before they were admitted to 
the study. For demented patients, written informed 
consent was also obtained from a family member. 

Blood drawing and platelet isolation were per- 
formed according to a minor modification of the 
method of Corash and co-workers (64), which typi- 
cally results in platelet yields of 95%-99%. A 20-ml 
fasting blood sample from each subject was drawn 
between the hours of 9:00 a.m. and 12:00 noon by 
antecubital venipuncture through a 19-gauge needle 
into a plastic syringe. Ten-milliliter volumes were then 
transferred to each of two polypropylene plastic tubes 
(Falcon) containing 25 mg of tetrasodium EDTA 
dihydrate and mixed by repeated inversion. In addition 
to its role as an anticoagulant, EDTA inhibited poten- 
tial proteolysis during processing. So that all platelet 
processing and subsequent analyses would be carried 
out by personnel who were blind to the diagnoses, 
anticoagulated blood samples were coded by the clin- 
ical staff before transport to the laboratory. 

All platelet isolation procedures were conducted at 
room temperature to minimize platelet adherence to 
other blood cells, as previously described (58). Final 
platelet yields were greater than 9096 in all cases. 
Transmission electron micrographs of the platelet 
preparations revealed less than 0.596 contamination 
by red cells and leukocytes. Total platelet membranes 
were prepared from platelet suspensions as previously 
described (6, 55—57). 
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TABLE 1. Demographic and Clinical Characteristics of Patients With Probable Alzheimer’s Disease and of Depressed and Normal Control 





Subjects 
Sex Age (years) Mini-Mental Dementia Rating Hamilton Depression 
Group M F Mean SD State Score Scale Score Scale Score 
Patients with probable Alzheimer’s disease (N=51) 17 34 68.6 8.0 Mean+SD= Mean+SD= «15 
16.8x4.7 7.3+4.6 
Depressed control subjects (N=24) 8 16 688 7.4 227 — Mean+SD= 
23.643.8 

Healthy control subjects (N=50) 18 32 66.7 9.4 z27 — «15 


Platelet membranes were diluted to a final optical 
density of 0.03 at 600 nm. Ten-milliliter suspensions 
of each were labeled by the addition of 10 wl of 1-mM 
solutions of DPH or TMADPH in dimethylformamide. 
Labeling was carried out in the dark at final probe 
concentrations of 1 uM for 60 minutes at 37°C (50, 
55—58, 65, 66). Labeled membranes contained ap- 
proximately one probe molecule to 100 phospholipid 
molecules. 

Fluorescence measurements were performed on an 
SLM 4800 spectrofluorometer equipped as previously 
described (58). All measurements were made at 
37.0°+0.1°C, with stirring. Corrected fluorescence 
spectra were obtained for each sample at 37.0°+0.1°C, 
and spectra characteristic of DPH and TMADPH were 
observed in each case. The excitation and emission 
maxima for the DPH-labeled preparations occurred at 
359.5+0.5 nm and 427.5 X0.5 nm, respectively, while 
those for TMADPH-labeled preparations occurred at 
362.0+0.0 nm and 427.5+0.5 nm, respectively. For 
steady-state anisotropy measurements, the spectro- 
fluorometer was configured in the T format, labeled 
membranes were excited at 360 nm, and emission light 
was measured through Schott long pass filters. Fluo- 
rescence lifetimes were measured by the phase-modu- 
lation method (67), with excitation frequencies of 6, 
18, or 30 MHz, an excitation slit width of 0.5 nm, a 
solution of 1,4-bis(5-phenyloxazol-2-yl)benzene 
(POPOP) in ethanol as a lifetime standard (1—1.35 
nsec), and the emission polarizer oriented at 55°. 

Autofluorescence produced by unlabeled suspen- 
sions was negligible, as was the minimal signal pro- 
duced by residual aqueous probe. Excitation light 
scattering was negligible, as determined by the steady- 
state anisotropy of serial dilutions of labeled mem- 
branes. Mean lifetimes determined from phase angle 
measurements were 1.0 nsec or less shorter than the 
corresponding values determined from modulation 
measurements. This is typical for biological mem- 
branes labeled with these probes and most likely 
reflects the coexistence of membrane domains of dif- 
fering composition and structure (50, 68, 69). 

Apparent probe rotation rates (R) were calculated 
from steady-state anisotropy values (r) and fluores- 
cence lifetime measurements (7) according to the Perrin 
equation (70), with 0.395 as the limiting anisotropy 
value (to) of both DPH and TMADPH (51, 71). 
Fluorescence lifetimes obtained from phase angle mea- 
surements at 18 MHz were used in these calculations. 
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A decrease in steady-state anisotropy in the presence of 
a constant fluorescence lifetime reflects an increase in 
apparent probe rotational rate. Because the rotation of 
DPH and TMADPH in biological membranes is 
anisotropic, the calculated apparent rotational rates 
are the result of a prominent component reflecting the 
range of probe motion as well as a component re- 
flecting the rate of motion (71—74). Regardless of this 
limitation in the ability to interpret calculated rotation 
rates, the steady-state anisotropy measurements pro- 
vide a reliable, valid index of membrane “fluidity” or 
“order” over the range of values reported (55, 75—78). 

For continuous variables, comparisons of corre- 
sponding values between groups were made by one- 
way analyses of variance with post hoc two-tailed t 
tests. For between-group comparisons of categorical 
variables, the chi-square statistic or Fisher's exact test 
was used. Relationships between continuous variables 
were explored by means of the parametric Pearson 
correlation coefficient. All comparisons that revealed 
statistically significant differences according to the t 
test remained significant when examined by the 
nonparametric Mann-Whitney test. Likewise, those 
pairs of variables for which the Pearson correlation 
coefficient was significantly different from zero were 
also related by a statistically significant Spearman 
(nonparametric) correlation coefficient of the same 
sign. 


RESULTS 


Platelet Membrane Fluidity in Alzheimer’s Disease 
and Depression 


The clinical characteristics of the three diagnostic 
groups—the patients with probable Alzheimer’s dis- 
ease, the depressed patients, and the healthy control 
subjects—are presented in table 1. The three groups 
were well matched for age and sex. The patients in the 
Alzheimer’s disease group were moderately demented 
on average; their mean+SD age at the onset of symp- 
toms was 66.0+7.8 years, and the mean+SD duration 
of their illess was 4.9+2.2 years. 

Steady-state anisotropy value and fluorescence life- 
times, determined at 37.0°+0.1°C, are presented in 
table 2 and figure 1. The steady-state anisotropy of 
DPH in labeled platelet membranes differed signifi- 
cantly among the diagnostic groups, as determined by 
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TABLE 2. Fluorescence Properties of Platelet Membranes Labeled With DPH or TMADPH for Patients With Probable Alzheimer's Disease and 


for Depressed and Normal Control Subjects 











DPH? TMADPH* 














Steady-State Fluorescence Steady-State Fluorescence 

Anisotropy Value? Lifetime (nsec)* Anisotropy Value^ Lifetime (nsec)* 
Group Mean SD Mean SD Mean SD Mean SD 
Patients with probable Alzheimer's disease (N=51) 0.19209 — 0.0080 8.5 0.3 0.2516 0.0033 4.7 0.3 
Depressed control subjects (N=24) 0.1982 0.0048 8.4 0.5 0.2517 — 0.0048 4.7 0.2 
Healthy control subjects (N50) 0.1991 0.0058 8.5 0.3 0.2517 0.0032 4.7 0.3 


*DPH-1,6-diphenyl-1,3,5-hexatriene. 


>TMADPH= 1-[4-(trimethylamino)phenyl]-6-phenyl-1,3,5-hexatriene. 





“Steady-state anisotropy and fluorescence lifetime (phase, 18 MHz) measurements were made at 37.0°+0.1°C. Mean apparent DPH rotation 
rates (calculated) were 2.10x108sec^! (SD—0.21x105), 2.01x10?sec^! (SD=0,37108), and 1.93x108sec™! (SD=0.13 10°) for the 
demented, depressed, and healthy control groups, respectively. Mean apparent TMADPH rotation rates (calculated) were 2.04 x 10*sec^! 
($D—0.13x109), 2.04 x1085sec^! (SD=0.11 108), and 2.07x109sec^  (5D—0.20x10*) for the demented, depressed, and hezlthy control 


roups, respectively. 


Significant difference between the Alzheimer's disease patients and the depressed control subjects and between the Alzheimer's disease patients 
and the healthy control subjects (p.01, Tukey multiple comparison procedure). 


FIGURE 1. Steady-State Anisotropy Values (at 37°C) of DPH- 
Labeled? Platelet Membranes of Patients With Probable Alzheimer's 
Disease and of Depressed and Healthy Control Subjects 
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Group means are marked by horizontal bars. 


a one-way analysis of variance (F=16, df=2, 122, 
p<.0001). The mean steady-state anisotropy value of 
DPH in platelet membranes for the demented group, 
0.1920, was significantly lower than the respective 
means for the healthy control group, 0.1991, and the 
depressed group, 0.1982 (p=.01, Tukey multiple 
comparision procedure). The mean DPH anisotropy 
values for the healthy and depressed control groups 
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did not differ significantly from each other. Analysis of 
variance did not reveal a significant effect of diagnostic 
group on the fluorescence lifetime of DPH in these 
labeled platelet suspensions. Since DPH localizes pref- 
erentially within the hydrocarbon core of lipid mem- 
branes, these results indicate that dementia of the 
Alzheimer type is associated with an increase in the 
fluidity (inversely related to anisotropy) of the hydro- 
carbon core of platelet membranes. However, major 
depression in the elderly was not associated with a 
significant alteration in this biophysical characteristic 
of platelet membranes. 

In contrast to the findings with DPH, analysis of 
variance did not reveal a significant effect of diagnostic 
group on either the steady-state anisotropy or the 
fluorescence lifetime of TMADPH in labeled platelet 
membranes from the study sample. Since TMADPH is 
anchored to the lipid aqueous interface of labeled 
membranes, these results imply a selective alteration in 
molecular dynamics at the hydrocarbon region of 
platelet membranes of patients with Alzheimer-type 
dementia that does not extend superficially to affect 
the lipid-aqueous interface at 37°C. 


Relationship of Platelet Membrane Alteration to 
Clinical Characteristics of the Demented Patients 


The observed increase in platelet membrane fluidity, 
as reflected by a reduction in the steady-state 
anisotropy of DPH-labeled membranes, was signifi- 
cantly correlated with clinical severity as measured by 
either the Mini-Mental State score or the Dementia 
Rating Scale score. As shown in figure 2, Mini-Mental 
State scores and DPH anisotropy values were best 
related by a reciprocal model of the form 1/Y=at+bX, 
where Y=Mini-Mental State score, X=DPH 
anisotropy value, atSE=0.306+0.054, and b+SE= 
—1.26-0.28. The associated correlation coefficient 
was —.60 (1/Y versus X, p=7.9xX107%). Dementia 
Rating Scale scores and DPH anisotropy values were 
best related by a linear model of the form Y=a+bX, 
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FIGURE 2. Relationship of Steady-State Anisotropy Values (at 37°C) 
of DPH-Labeled? Platelet Membranes and Severity of Dementia for 
Patients With Probable Alzheimer's Disease” 
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Decreasing Dementia Rating Scale scores reflect decreasing severity 
of dementia. Decreasing anisotropy values and Mini-Mental State 
scores reflect increasing membrane fluidity and increasing severity 
of dementia, respectively. 


where Y=Dementia Rating Scale score, X=DPH 
anisotropy value, at+SE=70.3+14.5, and b+SE= 
~330+76. The associated correlation coefficient was 
—.64 (Y versus X, p=1.6x107*). The magnitude and 
statistical significance of both correlations were in- 
creased by the inclusion of the most severely demented 
patient in the group. However, even after the exclusion 
of this outlier, the correlations remained statistically 
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significant (although the respective correlation coeffi- 
cients decreased in magnitude). Regardless of the anal- 
ysis performed, the degree of the observed alteration in 
platelet membrane fluidity paralleled the severity of 
dementia as reflected by either the Mini-Mental State 
score or the Dementia Rating Scale score. 

In contrast to clinical severity, neither age at onset 
nor duration of illness was significantly correlated with 
the steady-state anisotropy of DPH in labeled platelet 
membranes of the patients with Alzheimer-type 
dementia. Moreover, the mean SD DPH steady-state 
anisotropy value for labeled platelets of the patients 
with a presenile onset of symptoms (before age 65; 
N=25), 0.1911+0.0082, although lower, did not dif- 
fer significantly from the corresponding mean+SD 
value for those patients whose onset of symptoms 
occurred in the senium (at 65 years of age or older; 
N=26), 0.1935 0.0083. 

Although we have previously reported a statistically 
significant positive correlation of the steady-state 
anisotropy of DPH in labeled platelets with the age of 
healthy subjects from the second to the ninth decade, 
the correlation of these variables within the healthy 
control group in this study did not reach statistical 
significance (r=.12, p=.18). This apparent discrep- 
ancy most likely resulted from the narrower age range 
of the healthy control subjects in this study. 

Analysis of variance revealed a trend for the sex of 
the patient to affect the steady-state anisotropy of DPH 
in labeled platelets within the study population 
(.05«p«.10). No significant effect of sex on the fluo- 
rescence lifetime of DPH was observed in the total 
study sample or within any of the three diagnostic 
groups. Finally, as expected, the mean steady-state 
anisotropy of DPH-labeled platelet membranes of the 
seven demented patients who were taking medications 
that met our inclusion criteria did not significantly 
differ from that of the 44 patients who had not been 
treated with medications at the time of entry into the 
study. 


Characteristics of Demented Patients With 
“Normal” or “Increased” Platelet Membrane 
Fluidity 


Inspection of the scattergram of DPH anisotropy 
values for labeled platelets of the patients with Alzhei- 
mer-type dementia suggested a bimodal distribution 
with a nadir near the mean for the entire group, 
0.1920. The lower Sth percentile of DPH anisotropy 
values among the control subjects (healthy and de- 
pressed), corresponding to those less than 0.1920, was 
defined as “increased” platelet membrane fluidity. This 
cutoff is similar to that from a previous study in which 
0.1916 was selected retrospectively as an estimate of 
the lower limit of the “normal” range of values for 
healthy, unmedicated subjects in this age group (79). 
Since the fluorescence anisotropy of DPH-labeled 
platelet membranes did not exhibit a significant corre- 
lation with subjects’ age above 45 years, age correction 
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TABLE 3. Demographic and Clinical Characteristics of Patients With Probable Alzheimer's Disease Who Had “Normal” or "Increased" 








Platelet Membrane Fluidity 

Patients With Normal Patients With Increased 

Fluidity (DPH anisotropy Fluidity (DPH anisotropy 

value=0.1920) (N=23) value<0.1920) (N=28) X 
Characteristic Mean SD Mean SD (df=49)* p 
DPH anisotropy value 0.1987 0.0042 0.1862 0.0057 — — 
Age (years) 71.7 8.2 66.0 7.1 2.67 .01* 
Age at onset (years) 69.0 8.7 63.6 5.9 2.54 02 
Mini-Mental State score 19.5 4.3 15.1 4.1 3.72 001 
Dementia Rating Scale score 3.8 2.6 9.6 4.3 5.94 .0001 
Duration of illness (years) 4.0 2.3 4.3 24 0.48 .60^ 


*Comparisons of corresponding means were made by two-tailed t tests. 


Bonferroni corrected type I value=0.0083. 


of the proposed cutoff value was unnecessary. Twenty- 
eight (5596) of the 51 demented patients were in the 
increased fluidity subgroup, while 23 (45%) were in 
the normal fluidity group. With 0.1920 as the cutoff 
value, only four (8%) of the 50 healthy control sub- 
jects and none of the depressed control subjects had 
DPH anisotropy values outside the normal range. 
The characteristics of the demented patients in the 
subgroups with normal or increased platelet mem- 
brane fluidity are presented in table 3. The mean DPH 
anisotropy value for the normal fluidity subgroup, 
0.1987, was very similar to the means for both the 
healthy and the depressed control groups. The mean 
age of patients in the increased fluidity subgroup, 66.0 
years, was significantly less than that of the normal 
fluidity subgroup. The sex ratios of the subgroups— 
nine men and 14 women in the normal fluidity group 
and eight men and 20 women in the increased fluidity 
group—were similar to one another and to the sex 
ratio for the entire demented group. The mean age at 
onset of dementia for the patients in the increased 
fluidity subgroup, 63.6 years, was significantly less 
than that for the normal fluidity subgroup. The pa- 
tients in the increased fluidity subgroup were also more 
severely affected at the time of their entry into the 
study—as reflected by their significantly lower mean 
Mini-Mental State score and significantly higher mean 
Dementia Rating Scale score—than the patients in the 
normal fluidity subgroup. Since the two subgroups did 
not differ with respect to mean duration of illness, 
these data imply that the subgroup with increased 
fluidity suffered a more rapid decline on average than 
did the patients in the normal fluidity subgroup. In 
summary, the subgroup of patients with Alzheimer- 
type dementia who manifested increased platelet mem- 
brane fluidity (DPH anisotropy value of less than 
0.1920) were younger at the time of clinical onset, 
were more severely demented, and suffered from a 
more rapid progression of their illness than the pa- 
tients in the normal fluidity group. Moreover, stratifi- 
cation by normal or increased platelet membrane 
fluidity did not significantly affect the sex ratio of 
either subgroup. An autopsy was performed on one of 
the 51 patients with Alzheimer-type dementia who 
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died after completion of this study, and the 
neuropathologic diagnosis of Alzheimer's disease was 
confirmed. The steady-state anisotropy value for DPH- 
labeled platelet membranes of this patient, 0.1886, 
was in the range of the increased fluidity subgroup. 


DISCUSSION 


The results confirm and extend the findings of our 
preliminary reports of a platelet membrane abnormal- 
ity associated with Alzheimer's disease. An increase in 
platelet membrane fluidity, as reflected by a significant 
decrease in the steady-state anisotropy of DPH-labeled 
membranes, has now been reported by us for groups of 
patients with Alzheimer's disease in Boston and Pitts- 
burgh (5, 6) and by others for patients in London (N. 
Hicks et al., personal communication). Initial assess- 
ments of the specificity of this platelet membrane 
characteristic are promising. The increase in platelet 
membrane fluidity associated with Alzheimer's disease 
was not found in platelets of patients with depression, 
a common cause of reversible dementia in the elderly 
(49, 80); mania (56), which may also be accompanied 
by a secondary dementia (81); or multi-infarct demen- 
tia (N. Hicks et al, personal communication). In 
addition, we previously reported that platelet mem- 
brane fluidity decreases from the second to the ninth 
decade in neurologically healthy control subjects (82). 
Therefore, our findings do not support the hypothesis 
that Alzheimer's disease results from a pathological 
acceleration of the normal aging process. The weight 
of the available evidence suggests that the increase in 
platelet membrane fluidity associated with Alzheimer's 
disease may be due to a dysregulation of platelet 
membrane biogenesis or turnover that results in the 
accumulation of internal platelet membranes (58, 79). 

None of several possible sources of artifact that we 
considered could account for the observed increase in 
platelet membrane fluidity associated with Alzheimer's 
disease. Investigator bias was eliminated by ensuring 
that the laboratory staff remained blind to clinical data 
and, conversely, that clinicians remained blind to the 
biophysical data. Fasting blood samples were used to 
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minimize the possible effects of eating, even though we 
have found no effect of the ingestion of single meals on 
the platelet membrane characteristics measured. While 
the isolation of different subpopulations of platelets 
from the comparison samples was a potential source of 
bias, platelet yields for the samples were greater than 
90% in all cases. None of the patients was receiving 
treatment with medications that affect platelet mem- 
brane fluidity, including neuroleptics and antidepres- 
sants, and none of the demented patients or control 
subjects had any reported history of exposure to such 
medications. Furthermore, it is unlikely that our find- 
ings would have resulted from unreported exposure to 
these medications on the basis of the effects that these 
agents have on the physical properties of cell mem- 
branes. Phenothiazines increase the steady-state 
anisotropy of DPH-labeled platelet membranes, while 
haloperidol and tricyclic antidepressants have no effect 
on this platelet membrane characteristic at clinically 
relevant concentrations (36, 55—58, 83). Finally, the 
increase in platelet membrane fluidity associated with 
Alzheimer’s disease did not appear to result from 
nonspecific effects of chronic illness, since 1) the 
steady-state anisotropy of DPH-labeled platelet mem- 
branes from the demented group was not significantly 
correlated with duration of illness, 2) none of the 
patients in the study was suffering from malnutrition 
or vitamin deficiency syndromes that often accompany 
chronic debilitation, and 3) depression in the elderly 
that was sufficiently disabling to warrant hospitaliza- 
tion was not accompanied by an increase in platelet 
membrane fluidity. 

Historically, dementia in the elderly has been sepa- 
rated into forms with presenile onset (before age 65) or 
senile onset (at age 65 or older). This distinction was 
based largely on the clinical observation that patients 
who developed symptoms of dementia at an early age 
often had a more rapid decline and more often had 
family members with dementia than those whose 
symptoms developed later in life. In our study, the 
characteristics of the demented subgroup with in- 
creased platelet membrane fluidity bore a resemblance 
to the classification *'presenile" dementia, made on 
clinical grounds. These patients exhibited an earlier 
onset of symptoms, were more severely demented as 
measured by Mini-Mental State and Dementia Rating 
Scale scores, and suffered a more rapid deterioration 
than patients with normal platelet membrane fluidity. 
Also, preliminary evidence suggests that this group 
with abnormal membrane fluidity may have a greater 
family history of dementia. Family studies are now 
underway that will determine whether increased plate- 
let membrane fluidity has potential as a marker for 
familial (possibly inherited) dementia of the Alzheimer 


type. 
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Biogenic Amine and Metabolite Levels 
in Depressed Patients With High Versus Normal 
Hypothalamic-Pituitary-Adrenocortical Activity 


Peter E. Stokes, M.D., James W. Maas, M.D., John M. Davis, M.D., 
Stephen H. Koslow, Ph.D., Regina C. Casper, M.D., and Peter M. Stoll, M.A. 


The activity of the hypothalamic-pituitary- 
adrenocortical (HPA) axis is often high in depressive 
illness. The authors studied 132 depressed patients 
and 80 healthy control subjects. They report a 
significant direct association between HPA axis 
activity and adrenomedullary epinephrine secretion 
in depressed patients. They also found that depressed 
patients with high HPA activity tend to have lower 
CSF levels of 5-bydroxyindoleacetic acid, a serotonin 
metabolite, and modestly lower levels of 3-methoxy- 
4-hydroxyphenylglycol, a metabolite of epinephrine 
and norepinephrine, than patients with normal HPA 
activity. These findings provide potentially important 
leads for understanding interactions of biogenic 
amine systems with HPA axis function. 

(Am J Psychiatry 1987; 144:868—872) 





multicenter study of the biology of depression, 
the NIMH Clinical Research Branch Collabora- 
tive Program on the Psychobiology of Depression: 
Biological Studies (1, 2), measured hypothalamic-pitu- 
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itary-adrenocortical (HPA) axis function and CSF 
levels of the neurotransmitter metabolites 5-hydroxy- 
indoleacetic acid (5-HIAA), 3-methoxy-4-hydroxy- 
phenylglycol (MHPG) and homovanillic acid (HVA) in 
132 depressed patients and 80 age-matched healthy 
control subjects. The 24-hour urinary excretion of 
norepinephrine, epinephrine, normetanephrine, meta- 
nephrine, vanillylmandelic acid (VMA), and MHPG 
was also measured in these same patients. For the most 
part, previous large-sample studies have focused on 
analyses of single systems. One aim of this multisystem 
approach was to provide further development of an 
understanding of linkages in the altered functioning of 
HPA and aminergic systems in depressed patients. This 
aim initially derived in part from the generally recog- 
nized influence of central norepinephrine and more 
recently other aminergic systems on corticotropin- 
releasing hormone (CRH) release. Animal data have 
strengthened the rationale for combined HPA and 
biogenic amine system studies in that epinephrine 
infused at physiological rates has been reported to 
produce pituitary-adrenal activation in rats (3). Prior 
reports from this multicenter study indicate that de- 
pressed patients as a group have high urinary excretion 
of epinephrine and norepinephrine (4, 5). 

In this study we examined a possible linkage be- 
tween high adrenomedullary function, as measured by 
high urinary epinephrine excretion, and the high HPA 
function that has been observed repeatedly in a sub- 
stantial proportion of depressed patients (6—8). We 
also examined the relationship in depressed patients 
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between high HPA activity and CSF levels of 5-HIAA 
and MHPG. 


METHOD 


The data analyzed for this report were obtained 
from depressed patients and healthy normal control 
subjects. The explicit details of the experimental pro- 
tocol for this study have been published elsewhere (9). 
We studied 132 patients with primary major depres- 
sive disorder of sufficient severity to require admission 
to a hospital for treatment and 80 age-matched healthy 
control subjects. Diagnoses were made according to 
the Research Diagnostic Criteria from data obtained 
with an interview instrument, the Schedule for Affec- 
tive Disorders and Schizophrenia (10). 

After an initial medical and psychiatric examination, 
patients who were free of major medical illness and 
who met the diagnostic inclusion criteria were started 
on a placebo regimen and entered into a 14-day, 
drug-free study period after their informed consent 
had been obtained. During this baseline, drug-free 
study phase, 24-hour urine specimens were collected 
and subsequently assayed for urinary free cortisol, 
norepinephrine, epinephrine, normetanephrine, meta- 
nephrine, VMA, and MHPG. Urinary free cortisol was 
measured by a radioimmunoassay method (11) and 
urinary catecholamines and metabolites by spectropho- 
tofluorometric and gas-liquid chromatographic meth- 
ods (4). An average of values from 2 successive days of 
24-hour urine collections (study days 9 and 10), as- 
sayed separately, was used to determine the baseline 
values of biogenic amines and their metabolites. To 
assure completeness of the 24-hour urine collections, 
urinary creatinine was assayed and evaluated in rela- 
tion to the following criteria for creatinine excretion: 
for women, 14-21 mg/kg of body weight per 24 hours, 
and for men, 21-28 mg/kg of body weight per 24 
hours. If the creatinine level for a 24-hour specimen 
did not fall within +20% of these limits for the 
normative range or if it varied more than 2096 from 
day to day, the urine sample was excluded from 
analysis. In a few cases, backup urine collections 
obtained on days 7 and 8 did meet the criteria and 
were analyzed instead. 

After the 24-hour urine collections and after the 
subjects had 8 hours of overnight rest, a CSF sample 
was obtained. The sample was obtained by means of a 
lumbar puncture performed on study day 11 between 
8:30 and 9:30 a.m., before food intake, with the 
subject in the sitting position. This sample was assayed 
for MHPG, HVA, and 5-HIAA with gas chromato- 
graphic/mass spectrometric techniques (4). Baseline 
plasma coritsol levels obtained before and at 8:30 
a.m., 4:00 p.m., and 10:30 p.m., as part of a dex- 
amethasone suppression test (DST), were measured by 
radioimmunoassay (11). The DST was performed by 
administering orally, under direct nursing supervision, 
1 mg of dexamethasone in liquid form at 11:00 p.m. 
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on study day 12, immediately after the end of a 
24-hour urine collection for determination of the basal 
urinary free cortisol level. 

While urinary amines were measured on days 9 and 
10 and basal urinary free cortisol was measured on day 
12, HPA function appeared stable over this period. 
Plasma cortisol was measured at 8:30 a.m. on days 9, 
10, and 12 in depressed patients; paired t-test compar- 
isons showed no significant difference in mean level for 
any day. Plasma cortisol measured at 8:30 a.m. on day 
12 correlated significantly with the mean of 8:30 a.m. 
measures on days 9 and 10 (r=.68, N=111, p=.0001). 
Urinary amine levels did not differ significantly on days 
9 and 10 (paired t tests). 


RESULTS 


We first examined the relationship between type of 
DST response and measures of biogenic amines and 
their metabolites. A postdexamethasone level of at 
least 5 g/dl at 8:30 a.m. was chosen to define DST 
nonsuppression, on the basis of the bimodal distribu- 
tion of postdexamethasone morning plasma cortisol 
levels and in view of the relatively high levels of 4:00 
p.m. postdexamethasone cortisol in some of the age- 
matched healthy control subjects (11). Because there 
were significant male-female differences and effects of 
age on some amine levels in this group of depressed 
patients (4), comparisons between DST suppressors 
and nonsuppressors were made on am:re levels 
adjusted for age and sex by analysis of covariance. 
Mean CSF 5-HIAA levels were significantly lower in 
23 depressed DST nonsuppressors than in 62 suppres- 
sors (table 1). No other statistically significant differ- 
ence was detected in mean levels of the eight other 
monoamine measures obtained, although taere were 
trends for nonsuppressors to have lower mean CSF 
levels of HVA and MHPG (table 1) and urinary 
MHPG (F=3.02, df=1, 94, p=.09). Mean urinary 
epinephrine excretion tended to be higher in 29 non- 
suppressors than in 52 suppressors (p=.10, table 1). 
Differences between suppressors and nonsuppressors 
in urinary excretion of norepinephrine, normetaneph- 
rine, metanephrine, and VMA did not approach sta- 
tistical significance. 

We next examined the relationship of basa! urinary 
free cortisol excretion, an integrated measure of HPA 
activity over a 24-hour period, to the amine/metabolite 
values in urine and CSF. In depressed patients urinary 
free cortisol excretion was significantly correiated with 
urinary epinephrine (r=.42, N=70, p=.0003). There 
was a significant difference in epinephrine excretion 
between unipolar and bipolar depressed subjects (4); 
however, an analysis of covariance on ur:rary epi- 
nephrine levels in these depressed patients indicated 
that the effect of urinary free cortisol remained signif- 
icant after covariance for the effect of diagnostic 
subgroup on urinary epinephrine (F=11.79, df=1, 67, 
p=.0001). Urinary free cortisol did not correlate sig- 
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nificantly with any other amine measured in urine or 
CSF. (Weak correlations were noted with urinary 
norepinephrine [r=.19, N=73, p=.10] and CSF 5- 
HIAA [r=—.18, N=69, p=.13].) 

Subjects were divided into cortisol “normosecret- 
ing" and “hypersecreting” groups according to 
whether basal urinary free cortisol excretion exceeded 
133 nug/day (mean+1.28 SD of the healthy control 
level), a level seen in only 7% of age-matched healthy 
control subjects (11). Urinary free cortisol hypersecre- 
tors had a higher mean urinary excretion of epineph- 
rine (p=.0004, table 1). The positive association of 
urinary epinephrine and urinary free cortisol was not 
the result of incomplete urine collections in some 
patients, causing low epinephrine and cortisol in the 
same urine samples. Nearly identical results were 
obtained when urinary free cortisol hypersecretors and 
normosecretors were compared in terms of urinary 
epinephrine excretion divided by creatinine excretion 
(F=10.85, df=1, 66, p.002, for analysis of covari- 
ance analogous to that in table 1, column 1, row 2). 
Urinary free cortisol hypersecretors had lower mean 
CSF levels of 5-HIAA (p=.02) and MHPG (p=.06), 
adjusted for age and sex, than did normosecretors 
(table 1). Mean differences in CSF levels of HVA and 
urinary levels of norepinephrine, metanephrine, nor- 
metanephrine, MHPG, and VMA did not approach 
statistical significance in analogous mean comparisons 
with age and sex covariates. 

To further test the relationship between HPA system 
function and amine and metabolite values, we derived 
two groups of subjects from the depressed patients 
who were clearly different in their level of HPA axis 
activity. Group 1, with high HPA activity, consisted of 
the 18 depressed patients who were both DST nonsup- 
pressors and cortisol hypersecretors (basal urinary free 
cortisol higher than 133 ug/day). Group 2, with nor- 
mal HPA activity, consisted of the 48 depressed pa- 
tients who were DST suppressors and had a basal 
urinary free cortisol excretion of 133 yg/day or less. 
The high and low groups differed in two other HPA 
measures: basal morning plasma cortisol level (mean+ 
SD=20.5+6.2 versus 15.0+5.3 ug/dl; t=3.43, df=62, 
p=.001) and basal CSF cortisol level (10.7+1.1 versus 
8.9:-3.8 ng/ml; t=2.56, df=34.6 [for unequal vari- 
ances], p=.01). These groups, derived independently 
of information on amine levels (11), were compared in 
terms of mean levels of each of the aminergic system 
measures obtained, with age and sex covariates. Group 
1 had markedly higher mean urinary epinephrine 
excretion than group 2 (p=.005, table 1) and higher 
urinary epinephrine excretion divided by creatinine 
excretion (F=10.80, df=1, 41, p.002). Eleven of 15 
(73%) of the hypersecreting, DST nonsuppressing 
depressed patients had epinephrine levels above the 
median for depressed patients, compared to nine of 30 
(3096) of the depressed patients with urinary free 
cortisol normosecretion and DST suppression. Group 
1, with clearly high HPA axis function, had signifi- 
cantly lower mean CSF levels of 5-HIAA (p=.005) and 
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TABLE 1. Urinary Epinephrine Excretion and CSF Levels of MHPG, 
5-HIAA, and HVA in Depressed Patients With High and Normal HPA 
Function 





Urinary Epinephrine 
Level Analysis of 
(11g/24 hours) Covariance? 
Patient Group N Mean SD F df p 
DST 2.5 1,77 4.0 
Nonsuppressors 29 26.9 14.6 
Suppressors 52 211 115 
Urinary free 
cortisol 13.88 1,66 .0004 
Hypersecretors 31 28.1 13.5 
Normosecretors 39 17.0 9.9 
DST and urinary 
free cortisol 9.01 1,41 .005 
Hypersecreting 
nonsuppressors 15 28.5 14.3 
Normosecreting 
suppressors 30 16.5 9.2 


^Analyses of covariance covary for the effect of age and sex on amine 

or metabolite level. The analyses for epinephrine, MHPG, and 
5-HIAA were run with logarithms of amine values, since the 
transformations removed significant deviations from normality of 
the distributions of raw values. 


MHPG (p=.02). There were no significant differences 
in mean CSF levels of HVA (p=.19) or urinary excre- 
tion of norepinephrine, metanephrine, normetaneph- 
rine, MHPG, and VMA (p>.35 in all cases). 

No strong relationship between HPA function and 
the amine levels measured in healthy control subjects 
was detected. There were few control subjects with 
elevated HPA function: eight of 77 were DST nonsup- 
pressors, and five of 70 were urinary free cortisol 
hypersecretors. Seven of the eight DST nonsuppressors 
had measures of basal urinary free cortisol; only two 
were urinary free cortisol hypersecretors. None of the 
relationships between HPA function and amine mea- 
sures listed in table 1 for depressed patients was 
statistically significant in healthy control subjects. Fur- 
ther, there was no significant correlation of urinary 
epinephrine (or CSF MHPG or 5-HIAA) with basal 
urinary free cortisol or postdexamethasone morning 
plasma cortisol in this group of healthy control sub- 
jects with relatively quiescent HPA activity. 


DISCUSSION 


These data reveal a clear relationship between indi- 
ces of HPA system function and adrenomedullary 
activity in depressed patients. The simultaneous pres- 
ence of cortisol hypersecretion and high urinary epi- 
nephrine excretion could reflect activation of the HPA 
axis by high levels of epinephrine, induction of epi- 
nephrine release by high cortisol levels at the adrenal 
medulla, or stimulation of adrenal epinephrine and 
cortisol secretion by a third factor, possibly CRH. 
While our data do not provide direct information 
regarding cause-and-effect relationships, it is of note 
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CSF MHPG CSF 5-HIAA CSF HVA 
Level Analysis of Level Analysis of Level Analysis of 
(pmol/ml) Covariance? (pmol/ml) Covariance? (pmol/ml) Covariance? 
N Mean SD F dt p N Men SD F df p N Mean SD F df p 
2.69 1,86 .10 11.31 1,81  .001 3.39 1,80 .07 
25 44.6 15.0 23 992 32.5 22 172 63.7 
65 47.6 11.2 62 125 40.6 62 207 85.0 
3.76 1,70 .06 5.32 1,65 .02 171 1,64 20 
26 45.5 14.6 24 110 37.4 23 191 69.0 
48 48.0 11.4 45 125 43.1 45 211 89.2 
6.10 1,48 .02 8.68 1,45 005 1.80 1,46 19 
12 40.6 15.0 11 96.2 39.0 1i 177 69.9 
40 47.1 10.7 38 130 44.1 39 217 92.6 


that intracerebroventricular administration of CRH to 
the rat or dog produces increases in plasma epineph- 
rine and norepinephrine (12). Some CRH-secreting 
cells impinge on central neurons of the sympathetic 
autonomic system (13) and also on the ventricular 
ependyma. There are recent reports of higher CRH 
concentrations in the CSF of depressed patients than in 
healthy control subjects (14). Epinephrine infused at 
physiological rates results in pituitary-adrenal activa- 
tion in rats (3), possibly through B-adrenergic recep- 
tors on pituitary corticotropes (15) or by an effect on 
hypothalamic neurons secreting CRH (16). In addi- 
tion, it has been reported that the ACTH release 
induced by insulin hypoglycemia can be inhibited by 
B-adrenergic blockade and most likely occurs because 
of a direct action of epinephrine on the pituitary (17). 
Previous analysis of results obtained from this same 
population of depressed patients suggests that overall, 
depressed patients as a group are characterized by a 
high production of catecholamines (4, 5). 

In the aggregate, these results are compatible with 
the possibility that some depressed patients have a high 
release of CRH from CNS neurons, which then pro- 
duces an activation of the sympathetic nervous system 
and adrenal medulla as well as the expected enhance- 
ment of HPA function, due to both the direct action of 
CRH and the possible subsequent action of epineph- 
rine in releasing ACTH in humans. Alternatively, the 
initial event could be sympathoadrenomedullary re- 
lease of epinephrine, resulting in subsequent activation 
of the pituitary-adrenocortical system. However, intra- 
venous infusion of epinephrine to normal, healthy 
humans at rates producing clear metabolic and hemo- 
dynamic changes yielded no evidence of stimulation of 
the HPA axis (18). 








Another possible explanation of our findings is that 
cortisol is known to induce the enzyme phenylethanol- 
amine N-methyltransferase, which is the rate-limiting 
enzyme in the adrenomedullary transformation of 
norepinephrine to epinephrine (19). To invoke this 
explanation, it would be necessary to show that al- 
though the pressure of cortisol is necessary for normal 
basal phenylethanolamine N-methyltransferase activ- 
ity, excessive cortisol concentrations in themselves 
produce hypersecretion of epinephrine. An increased 
phenylethanolamine N-methyltransferase activity in- 
duced by cortisol might be expected to increase the 
molar ratio of epinephrine to norepinephrine in urine. 
We noted a trend for urinary free cortisol hypersecre- 
tors to have higher epinephrine/norepinephrine ratios 
than normosecretors (19 of 31 hypersecretors and 13 
of 33 normosecretors were above the median epineph- 
rine/norepinephrine ratio in depressed patients; x?= 
3.06, df=1, p=.08). There was no significant correla- 
tion of urinary epinephrine/norepinephrine with uri- 
nary free cortisol (r=—.02 in these 64 patients). 

Our data showing an association between high HPA 
activity and low CSF 5-HIAA levels are consistent with 
earlier observations in animals (20). We note that 
some investigators have found no major role for a 
serotonergic mechanism in the control of HPA activity 
(21). Even so, others have reported that serotonin 
inhibits the expected stress-induced increase in HPA 
activity (22), while others have found enhanced HPA 
function after administration of serotonin precursors 
to depressed patients (23) and rats (24). An inverse 
relationship between CSF levels of cortisol and 5- 
HIAA in depressed patients has been reported (25). 

Barnes et al., in a study of nine depressed patients, 
found significantly higher plasma epinephrine and 
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norepinephrine levels in four DST nonsuppressors 
than in five suppressors (26). Rubin et al. reported that 
DST nonsuppressors had higher baseline plasma free 
MHPG than did the DST suppressors (27), and Rosen- 
baum et al. found a positive correlation between 
urinary MHPG and urinary free cortisol in depressed 
patients (28). The focus in those studies, as well as in 
a preliminary report from our group (29), was on 
MHPG as a marker for norepinephrine, although in 
fact it is a metabolite of both norepinephrine and 
epinephrine. We find that high HPA activity in de- 
pressed patients is associated with high adrenomedul- 
lary epinephrine excretion. Our data provide further 
description of how depressed patients with high versus 
normal HPA activity differ in levels of CSF and periph- 
eral amines and provide potentially important leads 
for further understanding of the interactions between 
biogenic amine and HPA systems. 
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CSF Corticotropin-Releasing Factor-Like 
Immunoreactivity in Depression and Schizophrenia 


Csaba M. Banki, M.D., Garth Bissette, Ph.D., Mihaly Arato, M.D., Ph.D., 
Laurel O’Connor, M.S., and Charles B. Nemeroff, M.D., Ph.D. 


To further investigate the hypothesis that 
hyperactivity of the hypothalamic-pituitary-adrenal 
axis in patients with depression may be mediated by 
hypersecretion of corticotropin-releasing factor 
(CRF), the authors measured CRF-like 
immunoreactivity in CSF samples from 138 
neurological control, 54 depressed, and 27 
nondepressed (23 schizophrenic and four manic) 
subjects. The CSF CRF concentration was markedly 
higher (almost twofold) in depressed patients than in 
control subjects and nondepressed psychiatric 
patients. The concentration of CSF CRF was slightly 
but significantly higher in schizophrenic patients than 
in control subjects. These findings provide further 
support for the hypothesis that CRF hypersecretion 
occurs in major depression. 

(Am J Psychiatry 1987; 144:873—877) 


yperactivity of the hypothalamic-pituitary-adre- 

nal (HPA) axis, one of the best established bio- 
logical findings in depression (1, 2), has been demon- 
strated by such methods as measurement of urinary 
free and plasma cortisol and the dexamethasone sup- 
pression test (DST) (3—5). The regulation of HPA axis 
activity is, however, highly complex, involving multi- 
ple factors (6), and is incompletely understood. Plasma 
ACTH measurements after dexamethasone adminis- 
tration have produced somewhat inconsistent results 
(7, 8) but in general have indicated that postdexameth- 
asone cortisol nonsuppression is associated with high 
plasma ACTH concentrations (9). The principal sub- 
stance regulating pituitary ACTH release is believed to 
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be corticotropin-releasing factor (CRF), a 41-amino 
acid peptide characterized and sequenced in 1981 by 
Vale and colleagues (10, 11) from ovine hypothala- 
mus. Synthetic CRF has been available for haman use 
for some time; Gold et al. (12) reported that depressed 
patients exhibited a blunted ACTH response to intra- 
venously administered ovine CRF when compared to 
manic and recovered depressed patients or to control 
subjects. They interpreted these data as indicative of an 
intact cortisol feedback mechanism at the pituitary 
that halts the ACTH response to exogenous CRF 
because of the persistently high plasma cortisol con- 
centrations. These researchers (13) also reported that 
prolonged CRF infusions (over 24 hours) in normal 
volunteers resulted in elevated plasma ACTH and 
cortisol concentrations, resembling the pattern ob- 
served in many depressed patients. 

These observations, taken together, are compatible 
with the hypothesis that HPA hyperactivity in depres- 
sion may be due, at least in part, to CRF hypersecre- 
tion. In addition, considerable preclinical literature 
now exists concerning the presence and role of CRF in 
extrahypothalamic brain areas (14). Direct CNS ad- 
ministration of CRF produces a variety of behavioral 
and physiological alterations that are remiriscent of 
the signs and symptoms of major depression. These 
include reduced food consumption, diminished sexual 
behavior, and alterations in locomotor activity (15— 
18). In a previous report from our laboratory ‘19), we 
reported a significantly higher mean concentration of 
CRF in the lumbar CSF of 23 patients with major 
depression than in normal control subjects and pa- 
tients with schizophrenia or senile dementia. 

In the present study, we measured the concentra- 
tions of CSF CRF-like immunoreactivity in a large 
group of psychiatric patients and neurological control 
subjects, using a standardized sampling procedure and 
DSM-III diagnoses. 


METHOD 


The neurological control group consisted of 138 
hospitalized patients on a neurological unit at the 
Regional Neuropsychiatric Institute in Nagykallo, 
Hungary. This unit is primarily responsible for treating 
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chronic neurological diseases and also minor psychiat- 
ric disorders with or without any associated neurolog- 
ical illness. The control sample consisted of 65 men 
and 73 women with an age range of 18-68 years 
(mean+SD=43.2+13.2 years for the men and 42.0+ 
12.9 years for the women; mean+SD body weight= 
72.1413.1 kg for the men and 63.7+11.5 kg for the 
women), who had been hospitalized within 2 weeks 
for various peripheral neurological diseases such as 
neuralgias. Those with major CNS disease such as 
epilepsy, Parkinson's disease, or multiple sclerosis 
were not included. A detailed semi-structured inter- 
view, including a modified version of the Schedule for 
Affective Disorders and Schizophrenia (20), was con- 
ducted with each subject by a psychiatrist trained in 
using DSM-III diagnoses, to exclude the presence of 
any major psychiatric disorders in this group. The 
female control group included 13 subjects with adjust- 
ment disorder (with anxious or mixed emotional fea- 
tures), eight with somatization disorder, four with 
alcohol abuse, and seven with mild generalized anxiety 
disorder. The male control group included two indi- 
viduals with anxiety disorder, four with adjustment 
disorder, and 27 with alcohol abuse. 

The psychiatric patients were all women, except for 
one man with major depression from the neurological 
unit. They had all been recently hospitalized on one of 
the psychiatric wards of the same hospital; 54 patients 
(meanxSD age=45.7+17.7 years; mean+SD body 
weight=66.3+12.2 kg) fulfilled DSM-III criteria for 
major depression (17 of them also met criteria for 
melancholia and 26 for major depression with psy- 
chotic features), 23 patients fulfilled DSM-III criteria 
for schizophrenia (mean+SD age=39.8+11.4 years; 
meant+SD body weight=58.4+11.4 kg), and four 
were in the manic phase of a bipolar disorder (mean+ 
SD age=45.6+12.6 years; mean+SD body weight= 
63.2+11.6 kg). Detailed physical examination and a 
laboratory test battery had been performed to exclude 
patients with any significant medical illness and to rule 
out pregnancy. Ratings on the Brief Psychiatric Rating 
Scale (BPRS) and on the Global Clinical Impression 
Scale (CGI) were obtained from all patients 1-3 days 
before the lumbar puncture, and all depressed patients 
were also rated on the 24-item Hamilton Rating Scale 
for Depression. Lumbar punctures were performed 4— 
7 days after hospital admission. None of the patients 
or control subjects had received antidepressants, neu- 
roleptics, or anticonvulsants for at least 2 weeks or 
lithium for at least 6 months (1 year in the psychiatric 
patients). Except for 18 female control subjects who 
had recently received oral contraceptives («50 mg of 
mestranol), none of the control subjects or psychiatric 
patients had received any steroid treatment. 

After we obtained informed consent, lumbar punc- 
tures were performed in the morning (9:00 a.m.—10:00 
a.m.) after an overnight fast and controlled bedrest. 
Two 6-ml portions of CSF were obtained at the fourth 
lumbar intervertebral space, and the first 6-ml fraction 
was used for peptide measurement. All CSF samples 
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were immediately placed on dry ice and then stored at 
—60°C in the dark for no more than 4 months before 
the samples were transported, on dry ice and by air, to 
the United States for the CRF analysis, Samples were 
coded in Hungary; this code was not made available to 
the laboratory performing CRF measurements until all 
samples had been run. CRF-like immunoreactivity 
was determined by a sensitive and specific radio- 
immunoassay procedure as previously described (19), 
with an antiserum provided by Dr. Wylie Vale (Salk 
Institute, La Jolla, Calif.). All samples were measured 
in duplicate 400-1 aliquots of CSF in a single radio- 
immunoassay, and duplicate values varied less than 
10%. 

A DST was performed for all psychiatric patients on 
the evening after the lumbar punctures by administer- 
ing 1 mg of dexamethasone orally at 10:00 p.m. and 
obtaining two blood samples for cortisol assay at 8:00 
a.m. and 3:00 p.m. the next day. Cortisol was mea- 
sured in plasma by a competitive protein-binding 
method with an intra-assay variance of 6% and an 
interassay variance of less than 12%. 

The statistical analysis of the data involved one-way 
analyses of variance, Newman-Keuls tests, t tests, 
chi-square analyses, and product-moment correlation 
coefficients (21). 


RESULTS 


The results of the measurement of CRF-like immu- 
noreactivity in our patient groups are presented in 
figure 1. In the neurological control subjects, CSF CRF 
concentrations were normally distributed, and there 
was no difference between the CSF CRF concentra- 
tions for men and women (mean+SD=40.91+14.3 
and 40.64X12.2 pg/ml, respectively). In addition, 
there were no significant differences in the mean CSF 
CRF concentrations among neurological patients with 
no psychiatric symptoms (40.84+12.2 pg/ml), alcohol 
abuse (38.60+16.1 pg/ml), generalized anxiety disor- 
der (42.85+17.2 pg/ml), adjustment disorder (41.68+ 
13.8 pg/ml), and somatization disorder (44.20+14.4 
pg/ml) (F=0.38, df=4, 133). No correlation between 
CRF-like immunoreactivity and age (r=.06), body 
height (r=—.004), or body weight (r=.07) was found, 
in accordance with our previous findings concerning 
age and sex (19). When the mean CSF CRF concen- 
tration in the 18 female control subjects who had 
received oral contraceptives was compared to that in 
the female control subjects who were completely drug- 
free, no significant difference was found. In addition, 
there was no difference in CSF CRF concentrations 
between premenopausal and postmenopausal female 
control subjects. On the basis of these observations, we 
subsequently used the total neurological control sam- 
ple as a uniform control group for comparison with 
the psychiatric patient groups. 

The four manic patients (data not shown) had 
mean+SD CSF CRF levels almost identical to those of 
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FIGURE 1. CSF CRF-Like Immunoreactivity in Patients With DSM-III 
Schizophrenia, Patients With DSM-III Major Depression, and Con- 
trol Subjects With Various Peripheral Neurological Diseases 
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the control subjects (42.90+15.87 pg/ml). On the 
other hand, the 23 schizophrenic patients showed a 
moderately but significantly higher mean+SD CSF 
CRF concentration than the control subjects (57.77+ 
29.94 pg/ml) (t=4.57, df=159, p«.001). There was 
no significant difference in CSF CRF concentrations 
between first-admission and repeated-admission schiz- 
ophrenic patients or among the various schizophrenic 
subtypes (five disorganized, eight catatonic, eight para- 
noid, and two undifferentiated). 

Patients with DSM-III major depression exhibited a 
markedly higher (almost twofold) CSF CRF concen- 
tration than the control subjects (Newman-Keuls test, 
df=125, p<.001). The mean CSF CRF concentration 
in the depressed patents was also significantly higher 
than that of the schizophrenic group (Newman-Keuls 
test, df=94, p<.05). Six (26%) of the 23 schizophrenic 
patients and 24 (44%) of the 54 depressed patients had 
higher CSF CRF concentrations than the highest value 
among the sex-matched control subjects. 

Although the neurological control group revealed 
normal distribution of CSF CRF levels, this was not 
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the case for the depressed patients (figure 1). CSF 
CRF-like immunoreactivity in the patients strongly 
deviated from the normal distribution (y7=31.35, 
df=5, p<.001). This finding suggests that in depres- 
sion there is at least one subgroup with high CSF CRF 
values, and it resembles the situation observed with the 
DST in which, similarly, only 4096—6096 of the pa- 
tients exhibited cortisol nonsuppression (1, 5). 

As in the control subjects, there was no correlation 
between the CSF CRF concentration and age, height, 
body weight, or body surface in the psychiatric pa- 
tients. In addition, there was no correlation between 
the total Hamilton score and CSF CRF in the 54 
depressed patients (r—.21), and there was no signifi- 
cant correlation between the CGI scores and CRF 
concentrations in the total psychiatric patient group 
(r=.09). We also performed an item-by-item correla- 
tion analysis on the full BPRS and CSF CRF concen- 
trations separately in the depressed and the schizo- 
phrenic patient groups; only two correlation coeffi- 
cients were found to be statistically significant (in 
schizophrenic patients only: r=.68 between delusions 
and CSF CRF; in depressed subjects only: r=.47 
between somatic concern and CSF CRF), but the 
meaning of these findings must be considerec doubtful 
because a large number of coefficients were calculated. 

Nineteen of the 81 psychiatric patients attempted 
suicide shortly before the present hospitalization; there 
was no statistically significant association between the 
presence or absence of suicidal behavior and CSF CRF 
concentration in the CSF (22). 

Twenty-one depressed patients, six schizophrenic 
patients, and one manic patient failed to suppress 
cortisol below 5 g/ml in both plasma sampies after 
dexamethasone; the mean CSF CRF was 81.65=59.7 
pg/ml in the nonsuppressors and 68.12+54.0 pg/ml in 
the suppressors, the difference being statistically not 
significant. Moreover, there was no significant corre- 
lation between the absolute postdexamethasone 
plasma cortisol values and the CSF CRF concentra- 
tions at either 8:00 a.m. (r=.07) or 3:00 p.m. (r=.06). 


DISCUSSION 


The present results confirm and extend earlier find- 
ings from this laboratory (19), namely, significantly 
higher CSF CRF concentrations in patients with DSM- 
HI major depressive disorder than in schizophrenic 
patients or control subjects. The present psychiatric 
sample comprised recently hospitalized, severely ill 
subjects: 43 (80%) of the 54 depressed patients were 
either melancholic or psychotic, and all of the manic 
and schizophrenic patients exhibited florid psychotic 
symptoms at the time of the study. 

Our previous (19, 23) and present studies show that 
high CSF CRF may not identify the same patients who 
are cortisol nonsuppressors; however, Gold et al. 
(personal communication) have recently found a sig- 
nificant correlation between postdexamethasone 
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plasma cortisol and CSF CRF concentrations. It is 
likely that cortisol secretion involves more than regu- 
lation of secretion of ACTH. Moreover, CSF concen- 
trations of CRF may not accurately reflect the concen- 
trations of CRF that are present at the adenohypophy- 
seal corticotroph. Immunoreactive CRF is present in 
several areas of the human brain outside the hypothal- 
amus, including the thalamus, cerebral cortex, cerebel- 
lum, pons, medulla oblongata, and the spinal cord (24, 
25), and little is known about the relative contribution 
of these areas to lumbar CSF CRF concentrations. 
While an abnormal DST may well involve CRF hyper- 
secretion from nerve endings in the median eminence 
region of the hypothalamus, CRF release from other 
structures, e.g., the spinal cord, may obscure such 
changes of CRF secretion in higher brain centers when 
measured in lumbar CSF. 

The higher CRF concentrations in depression were 
not attributable to differences in age, sex, body weight, 
or height between patients and control subjects; in 
accordance with our previous observations (19), these 
factors apparently are not major determinants of CSF 
CRF concentrations. In addition, there was no corre- 
lation between CSF CRF-like immunoreactivity and 
severity of depression or any of the specific symptoms 
assessed by the BPRS. It remains to be investigated 
whether high CSF CRF values are present only during 
the depressive episode or persist after recovery. 

In contrast with our previous findings (19), we 
found higher mean CSF CRF concentrations in schizo- 

` phrenic patients than in neurological control subjects. 
The higher mean value could be attributed largely to 
three individuals with CRF values greater than 100 pg/ 
ml; unfortunately, we were unable to identify any 
clinical, biological, or demographic variable that might 
separate these subjects from the remainder of the 
group. Earlier we reported that catatonic and disorga- 
nized schizophrenic patients were more likely to be 
postdexamethasone cortisol nonsuppressors than were 
paranoid patients (26); two of the three schizophrenic 
patients with greater than 100 pg/ml of CSF CRF in 
the present study were of the paranoid subtype, and 
one was catatonic. 

The relative specificity of the increase in CSF CRF 
concentration in depression is corroborated by the 
observation that neither alcohol abuse nor minor 
psychiatric disorders, such as somatization disorder, 
adjustment disorder, or generalized anxiety disorder, 
were associated with alterations in CSF CRF concen- 
trations. Because recent alcohol abuse may alter DST 
results (27, 28), the CSF CRF-like immunoreactivity 
measurement appears to be more specific for depres- 
sion. 

In summary, the results derived from this relatively 
large patient sample are consistent with the hypothesis 
that CRF hypersecretion, as reflected by high concen- 
trations in lumbar CSF, is present in about half of 
hospitalized patients suffering from major depression. 
Although moderately high CSF CRF concentrations 
may be found in some schizophrenic patients, alcohol 
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abuse and several minor psychiatric disorders are not 
associated with such CRF changes. Together with our 
earlier findings, these observations are concordant 
with the notion that the hypercorticolemia associated 
with major depression is, at least in part, due to a 
central hyperactivity of CRF neurons. However, little 
is known about the exact origin or nature of the 
immunoreactive CRF in lumbar CSF, and therefore its 
use as a functional index of hypothalamic CRF release 
is not yet validated. 
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Impact of Psychiatric Comorbidity on Length of Hospital 
Stay for Medical/Surgical Patients: A Preliminary Report 


George Fulop, M.D., James J. Strain, M.D., Joseph Vita, B.S., 
John S. Lyons, Ph.D., and Jeffrey S. Hammer, M.D. 


The impact of psychiatric comorbidity on the 
length of hospital stay was addressed in a study of 
all medicallsurgical patients discharged in 1984 from 
the Mount Sinai Hospital in New York City 
(N=37,370) and Northwestern Memorial Hospital 
in Chicago (N=21,889). At both hospitals the 
mean+SD length of stay of the patients with 
psychiatric comorbidity was significantly longer than 
that of the other patients: 19.8+33.3 versus 
9.2+15.3 days at Mount Sinai Hospital and 
13.7£27.7 versus 8.3+13.2 days at Northwestern 
Memorial Hospital. Early identification of patients 
with psychiatric comorbidity would permit 
appropriate psychosocial intervention, which might 
shorten their hospital stays. 

(Am J Psychiatry 1987; 144:878—882) 


LI: this era of cost containment, concurrent medical 
and psychiatric disorders—psychiatric comorbid- 
ity—assume increased importance. Due to the rapid 
escalation in medical costs, public policy now empha- 
sizes limiting resource consumption by decreasing the 
length of stay of hospitalized medical/surgical patients. 
Coincidentally, there is an increased awareness of the 
psychosocial concomitants of physical disability and of 
the potential cost effectiveness of psychosocial inter- 
ventions for the medically ill (1). Mumford et al. (2) 
and Lyons et al. (3) noted that the mean hospital stay 
of patients who received psychological intervention 
was 1—2 days less than that of control subjects. Con- 
sequently, it is essential to document the impact of 
psychiatric comorbidity on the patients’ length of 
hospital stay. 

As early as 1941, Billings (4) observed that the 
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average length of stay was 28 days among patients 
with psychiatric comorbidity but only 15 days among 
such patients who received rapid diagnosis and subse- 
quent involvement of the psychiatric liaison service 
when indicated. In a study of discharge abstracts from 
short-term general hospitals with and without psychi- 
atric units between 1970 and 1977, patients with 
psychiatric disorders diagnosed according to the hos- 
pital adaptation of ICDA (H-ICDA-2) (5) stayed an 
average of 10.8 days, whereas the mean stay of all 
patients (including the patients with psychiatric comor- 
bidity) was 7.3 days (6). 

This study directly compared the length of hospital 
stay of medical and surgical patients with psychiatric 
comorbidity who were not transferred to a specialized 
psychiatric unit to the length of stay of patients 
without psychiatric comorbidity. 


METHOD 


The discharge abstracts of all medical and surgical 
patients hospitalized in 1984 at Mount Sinai Hospital 
in New York City (N=37,370) and from Northwest- 
ern Memorial Hospital in Chicago (N=21,889) were 
reviewed. Only those patients whose principal diag- 
noses were medical or surgical were included. Patients 
on the medical/psychiatric units were excluded. 

The data at Mount Sinai Hospital were collected on 
the Utilization Information Service hospital discharge 
abstract form (7). This database includes length of 
stay, demographic data, and diagnoses, which include 
an admitting diagnosis, a retrospectively determined 
principal diagnosis for the condition that resulted in 
the admission, and up to six secondary diagnoses. The 
psychiatric diagnoses on the abstracts were made by 
psychiatric consultants (18%) and primary physicians 
(82%). 

Four clinical data reviewers, all professional nurses, 
confirmed all diagnoses in a 10—15-minute review of 
each chart; there was 95% agreement between the 
nurses and the chief rater (based on quarterly samples 
of 25 charts) (8). An external audit of the discharge 
abstracting procedure revealed an overall potential 
4.2% error rate in coding diagnosis-related groups 
(DRGs) (8). Additional data collected involved admis- 
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TABLE 1. Length of Stay for All Medical/Surgical Patients and for Medicare Beneficiaries With and Without Psychiatric Comorbidity at Two 











Hospitals 
Number 
of 
Group Patients Mean SD 
All medical/surgical inpatients 
Mount Sinai Hospital 
Psychiatric comorbidity 2,009 19.8 33.3 
No psychiatric comorbidity 35,361 92 15.3 
Northwestern Memorial Hospital 
Psychiatric comorbidity 811 137 277 
No psychiatric comorbidity 21,078 83 132 
Medicare beneficiaries 
Mount Sinai Hospital 
Psychiatric comorbidity 969 24.3 33.6 
No psychiatric comorbidity 9,061 14.2 20.0 
Northwestern Memorial Hospital 
Psychiatric comorbidity 416 153 26.8 
No psychiatric comorbidity 7,595 10.4 12.8 





Length of Stay (days) 


Comparison of Length of Stay? 





Range Geometric Mean? t df p 
14.1 37,368  .0001* 
1-791 10.7 
1-738 5.4 
10.8 21,887 0001* 
1-88 8.7 
1-43 5.2 
9.1 10,028  .00017 
1-508 14.1 
1-529 8.3 
6.9 8,009 .001° 
1-87 10.1 
1-45 6.9 





“The geometric mean reduces skewing of the sample distribution and may be a less biased estimator of central tendency. 
Significance assessed with two-tailed t test assuming unequal subsample variance. 
“Significant at overall .05 level (Bonferroni procedure p value of <.0125). 


sion, hospital course, and discharge characteristics. 
The data at Northwestern Memorial Hospital were 
obtained from the hospital discharge summary ab- 
stract and included only demographic data at admis- 
sion, diagnoses, and length of stay. 

All inpatients were divided according to the presence 
or absence of psychiatric comorbidity. Psychiatric co- 
morbidity was defined as any of ICD-9-CM/DSM-III 
psychiatric diagnosis codes 290—319 in any secondary 
diagnostic entry. The average length of stay and geo- 
metric mean length of stay were derived for both 
groups. (The geometric mean length of stay represents 
the central tendency for a distribution of whole num- 
ber integers. Given that number of days in the hospital 
meets this criterion, the geometric mean may be a less 
biased estimate of the population central tendency and 
also serves to decrease the skewedness of the geometric 
distribution [9].) We also determined the length of stay 
for the Medicare beneficiaries with and without psy- 
chiatric comorbidity. 

Statistical significance was assessed with two-tailed t 
tests assuming unequal subsample variance for all 
continuous variables and chi-square analysis for poly- 
chotomous items, with an overall .05 significance level. 
The Bonferroni procedure was used to control the 
error rate in testing multiple hypotheses (10). 


RESULTS 


The patients with psychiatric comorbidity in both 
Mount Sinai Hospital and Northwestern Memorial 
Hospital stayed significantly longer than the groups 
without psychiatric comorbidity (table 1.) The geomet- 
ric mean length of stay was also greater for the patients 
with psychiatric comorbidity. All subsequent data 
presented will be for the Mount Sinai Hospital sample 
only. 
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Patient Characteristics 


Age, sex, and race are shown in table 2. The patients 
with psychiatric comorbidity were significantly older, 
and those in the overall sample were less likely to be 
female; the Medicare patients revealed no significant 
difference for sex. The groups with psychiatric comor- 
bidity had significantly more black and Hispanic 
inpatients. 

Examination of the admission, hospital course, and 
discharge characteristics revealed that significantly 
more of the medical/surgical patients with psychiatric 
comorbidity had been admitted in emergency situa- 
tions (49.0% versus 23.0%; x?=725, df=1, p<.001) 
and from other health care facilities (5.8% versus 
1.196; 32339, df=1, p<.001). Their hospital courses 
were characterized by significantly more consultations 
(meant+$D=1.4+1.6 versus 0.5+1.0; t=26.3, df= 
37,368, p<.001), operative procedures (mean+SD= 
2.4x1.8 versus 2.051.5; t=11.1; df=37,368, p< 
.001), and medical diagnoses (meantSD=3.8+1.7 
versus 3.01.8; t=21.1, df=37,368, p<.0001). Fi- 
nally, the medical/surgical patients with psychiatric 
comorbidity were significantly more likely to die 
(8.0% versus 3.3%; x7=125, df=1, p<.0001) or to be 
discharged to a long-term care facility (10.5% versus 
1.5%; x? 774, df=1, p<.001). To account for testing 
of multiple hypotheses (N=20), a p value of <.0025 
(Bonferroni procedure) was regarded as significant. 


Medical and Psychiatric Diagnoses 


Among the five most prevalent DRG categories for 
the Medicare inpatients, the average length of stay was 
generally higher in the group with psychiatric comor- 
bidity but did not achieve statistical significance with 
the Bonferroni procedure (i.e., p<.01). The mean+SD 
length of stay of the patients with and without psychi- 
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TABLE 2. Demographic Characteristics of All Medical/Surgical Inpatients and of Medicare Beneficiaries With and Without Psychiatric 
Comorbidity at Mount Sinai Hospital 








Psychiatric Comorbidity 
Present Absent Chi-Square Analysis 
Characteristic* N % N % x? df P 
All medical/surgical inpatients 2,009 54 35,361 94.6 " 
Female 1,039 51.7 21,358 60.4 61:0 1 0001 
Race 134.0 3 00015 
White 1,153 57.4 21,888 61.9 
Black 404 20.1 4,668 13.2 
Hispanic 398 19.8 6,224 17.6 
Other 54 2.7 2,581 7.3 
Medicare beneficiaries 969 9.6 9,061 90.4 
Female 529 54.6 4,802 53.0 0.9 1 35 
Race 9.7 3 .02° 
White 714 73.7 6,959 76.8 
‘Black 131 13.5 979 10.8 
Hispanic 107 11.0 906 10.0 
Other 17 1.8 217 2.4 


*The mean+SD ages of the medical/surgical patients with and without psychiatric comorbidity were 55.4+23.0 and 41.6+26.0 years, 
respectively (t=26.0, df=37, 368, p=.00015). For the Medicare beneficiaries the ages of the two groups were 73.8+14.0 and 71.8+11.0 years 
{t= 4.35, df=10, 028, p= 001° ). 

Significant according to a Bonferroni adjusted p value of .02 for the medical/surgical and Medicare samples. 


TABLE 3. Psychiatric Diagnoses and Associated Length of Stay for 2,009 Medical/Surgical Inpatients With Psychiatric Comorbidity at Mount 
Sinai Hospital 


Length of Stay (days) 
Mean SD 


Patients With Diagnosis” 


Psychiatric Disorder? N % Range Geometric Mean 


Organic mental disorder 
DSM-HI section 1 


Dementia 39 1.9 29.7 413 1-173 14.8 
Substance-induced organic mental disorder 132 6.6 17.3 35.4 1-366 8.5 
DSM-III section 2—organic mental disorder 
secondary to physiologic process 483 24.0 23.6 33.4 1-508 14.5 
Substance use 561 30.5 13.14 17.3 1-264 7.6 
Affective disorder 366 182 269 33.6 1-273 15.2 
Other disorder 193 9.6 18.2 59.5 1-791 7.6 
Psychosis 180 9.0 23.3 33.0 1-314 13.5 
Anxiety 146 73 14.5 15.7 1-88 8.6 
Adjustment disorder 75 3.7 27.8 27.7 1-172 17.6 
Personality disorder 61 3.0 16.4 23.0 1-150 9.2 


*Determined by ICD-9/DSM-III codes. 
Each patient may have had more than one DSM-III category of psychiatric diagnoses. The 2,009 medical/surgical patients with psychiatric 
comorbidity had a mean+:SD of 1.20.5 psychiatric diagnoses. 


atric comorbidity, respectively, was 6.8+6.5 and 3.2 
2.7 days for DRG 39 (lens procedure) (t=2.2, df=495, 
p<.05) and 20.6:-17.9 and 12.5+10.5 days for DRG 
127 (heart failure) (t=2.4, df=264, p«.02). 

Eight ICD-9/DSM-III categories and the associated 
length of stay of the medical/surgical inpatients are 
preserited in table 3. The organic mental disorders 
accounted for 27.196 of the psychiatric diagnoses and 
were predominantly substance induced or secondary 
to physiologic processes and not dementias arising in 
the senium and presenium. Substance use and affective 
disorders were also prevalent. 

The overall rates of psychiatric consultation among 
all patients and those with Medicare insurance were 
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1.996 (N=697) and 3.2% (N=317), respectively. 
Among the outliers (patients whose hospital stays were 
greater than two standard deviations above the Medi- 
care mean length of stay, 8.5% (N=305) received 
psychiatric consultations. 

There were significantly more outliers among the 
patients with psychiatric comorbidity than among the 
other patients; in the medical/surgical sample, outliers 
accounted for 24.3% (N=489) and 8.7% (N=3,079), 
respectively (y*=538, df=1, p=.001), and in the Medi- 
care sample they accounted for 31.5% (N=489) and 
16.4% (N=1,486) (432—136, df=1, p=.001) (chi- 
square analysis with Bonferroni protected p value of 
.0025). 
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DISCUSSION 


Since a greater mean length of stay and geometric 
mean length of stay were found for patients with 
psychiatric comorbidity on general hospital wards at 
two different university hospitals, the results are un- 
likely to be an idiosyncratic characteristic of either site. 
Within several DRG categories, the presence of a 
psychiatric diagnosis was associated with a longer 
mean length of stay. This extended hospital stay 
among patients with psychiatric comorbidity may be 
secondary to more severe medical illnesses, the addi- 
tional diagnostic and treatment required by the psy- 
chiatric disorders, or psychopathology that confounds 
the treatment and management of the medical disor- 
ders. 

Caution must be exercised in the interpretation of 
the study findings. First, whereas estimates of psychi- 
atric comorbidity in medical/surgical inpatients range 
up to 30%-—50% (11), the rate of detection of psychi- 
atric disorders in this study was 5%. Second, even 
though an independent study of the abstraction proc- 
ess found a low rate of diagnosis coding errors (8), the 
reliability and validity of the nonpsychiatrist’s descrip- 
tions and the medical record abstractor’s coding of the 
psychiatric disorders remain an issue. Although only 
18% of the patients receiving psychiatric diagnoses 
had psychiatric consultations, this is similar to the 
11.5% rate found in a national probability sample of 
all patients in short-term general hospitals (12). 

Third, the difference between the groups with and 
without psychiatric comorbidity in admission, hospital 
course, and discharge variables were not covaried in 
the current analysis. These variables would be suitable 
control variables in prospective hypothesis-testing 
studies. Fourth, the notably higher rate of psychiatric 
consultation among the outliers suggests an alternative 
hypothesis—the longer one stays in the hospital, the 
more likely it is that a psychiatric disorder will mani- 
fest itself, be detected, or engender negative feelings in 
physicians that lead them to call for a psychiatric 
consultation. This may increase the rate of diagnosis of 
psychiatric disorders among longer-stay patients. 

Fifth, the timing of the psychiatric consultations in 
the study sample was not evaluated. The timing of 
psychiatric consultation has been correlated with 
length of stay by Lyons et al. (3)—the later the 
consultation, the longer the hospital stay. Finally, what 
constitutes a psychiatric disorder in a medically ill 
person is debatable. For example, one can argue that 
delirium really indicates an aberrant physiological 
process—a medical illness and therefore not a psychi- 
atric disorder. However, delirium traditionally has 
been recorded as a major psychiatric disorder, as 
indicated in DSM-III. An intriguing clinical question 
remains: Why did the patients with psychiatric diag- 
noses appear more ill, i.e., have significantly more 
emergency admissions, consultations, and operative 
procedures and have a greater likelihood of dying or 
being discharged to long-term care facilities? 
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Implications for Public Policy and Patient Care 


Despite these considerations, to our knowledge this 
is the largest contemporary sample of medical/surgical 
inpatients studied with the ICD-9/DSM-III diagnostic 
criteria in which an association between longer length 
of stay and psychiatric comorbidity was found. This 
longer length of stay has implications for publ:c policy 
and patient care. For instance, although each DRG 
was designed to represent a homogeneous group of 
inpatients, who make equal use of hospital resources, 
considerable variability within DRGs has becn ob- 
served (13, 14). Preliminary examination of DRGs in 
this study suggests a greater length of stay with psy- 
chiatric comorbidity patients than among medical/ 
surgical patients without psychiatric diagnoses. The 
relative insensitivity of DRGs to issues complicating 
individual cases, e.g., comorbidity or severity of illness, 
has been documented by others (13, 14). 

The current DRG reimbursement mechanism pro- 
vides incentives for treatment plans that are focused 
but not generalized or comprehensive, thereby creating 
a disincentive for measures aimed at the primary or 
secondary detection of psychiatric comorbidity in the 
medically ill. Even though many psychiatric disorders 
experienced during medical hospitalizations are tran- 
sient (15), once detected the mental disorcers are 
undertreated and unlikely to receive appropriate psy- 
chiatric treatment after hospitalization; it has been 
reported (16, 17) that only 4%-34% receive appro- 
priate treatment. Furthermore, the lack of detection of 
psychiatric disorders not only endangers psy chiatric 
aftercare but threatens compliance with the prescribed 
medical regimen (18, 19). 

If it is discerned that psychiatric detection and 
intervention result in savings, then strategies for fiscal 
incentives for the identification and treatment of psy- 
chiatric disorders should be undertaken through the 
DRG system. Perhaps the transfer of select oatients 
with psychiatric comorbidity to psychiatric/medical 
units not regulated by DRGs would promo:e the 
treatment of psychiatric disorders discovered on med- 
ical units (20). This would facilitate appropriate psy- 
chiatric disposition and protect against the uncertreat- 
ment of psychiatric morbidity. Premature hospital 
discharge of patients with psychiatric comorbidity 
because of the length of stay constraints imposed by 
DRG fiscal incentives may also be prevented. 

However, specialized treatment units, as well as all 
psychiatric units, may soon lose their prospective 
payment system exemption, removing this fiscal op- 
tion. In fact, Fogel et al. (20) reported tha: under 
DRGs, specialized medical/psychiatric units (primarily 
medical) fared worse financially than the DRG-exempt 
psychiatric/medical units (primarily psychiatric). Un- 
less special considerations for psychiatric comorbidity 
are included in a new DRG reimbursement formula, 
treatment of patients with psychiatric comorbidity will 
likely result in deficits for hospitals (20). 

To definitively substantiate the study findings, more 
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complex and comprehensive studies are required and 
are forthcoming. Necessary future studies include: 1) 
cross-sectional epidemiological surveys of psychiatric 
comorbidity in the hospitalized medically/surgically ill, 
2) prospective studies examining all medical/surgical 
inpatients at admission and discharge for the presence 
of psychiatric disorders and determining the associated 
length of stay, 3) multivariate model building to assess 
the effect of independent variables (e.g., psychiatric 
comorbidity, psychosocial characteristics, demogra- 
phy, and severity of medical and psychiatric illness) on 
length of stay, 4) studies of the cost effectiveness of 
psychosocial intervention with regard to length of stay, 
and 5) the effect of DRGs on the detection and/or 
treatment of psychiatric comorbidity. Such studies 
may elucidate the mechanism underlying the role of 
psychiatric comorbidity in extending length of stay 
and have major policy implications for early identifi- 
cation and treatment of psychiatric comorbidity in the 
medical setting. 
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Estimated Distribution of Effort by Providers of Mental 
Health Services to U.S. Adults in 1982 and 1983 


David J. Knesper, M.D., and David J. Pagnucco, B.S. 


A national sample of psychiatrists, psychologists, 
social workers, and primary care physicians 
responded to a survey of their professional activities. 
From these data, the authors estimate that during a 
representative 60-day period, 6.7% of U.S. adults 
visited one of these types of professionals for a 
mental or emotional condition. All four groups spent 
the largest portion of their time with nonpsychotic 
patients. Most patients with schizophrenia, mania, or 
major depression were treated by psychiatrists. 
Services from primary care physicians were usually 
provided in the context of a concurrent physical 
condition. Psychologists and social workers tended 
to treat the less severe mental and emotional 
conditions. 

(Am J Psychiatry 1987; 144:883—888) 


omponents of the U.S. Department of Health and 

Human Services have periodically contracted for 
surveys of the use of health services by the civilian 
noninstitutionalized population of the United States. 
The National Medical Care Expenditure Survey, con- 
ducted in 1977, found that about 596 of the popula- 
tion had one or more ambulatory care visits for a 
mental or emotional condition in 1977 (1). Moreover, 
although 6096 of all users received services only from 
the general medical sector (e.g., primary care physi- 
cians), 66% of all visits were to mental health special- 
ists. Using data from the 1973 and 1975 National 
Ambulatory Medical Care surveys of private office- 
based physicians, Regier and his colleagues showed 
that most persons with mental and emotional condi- 
tions received relevant services from the general med- 
ical sector (2). The National Ambulatory Medical Care 
survey data for 1980 and 1982 confirmed these find- 
ings but provided evidence that visit-intensive treat- 
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ment for serious and persistent mental and emotional 
conditions was provided primarily by mental health 
specialists (3). 

Apportionment of patients’ visits among the various 
mental health specialists has also been a focus of more 
recent research. Taube and colleagues, using data from 
the 1980 National Medical Care Utilization and Ex- 
penditure Survey, reported that psychiatrists and psy- 
chologists in office-based practice each accounted for 
between 27 and 28 million visits by 48% of the 9.5 
million people who had one or more visits for ambu- 
latory mental health care in 1980 (4). The 1982 
Membership Data Bank Survey of the National Asso- 
ciation of Social Workers (NASW) identified mental 
health as the largest area of practice for social workers, 
occupying the majority of work time for 26.6% of the 
members (5). 

These data have greatly extended our knowledge of 
mental health services. Because patients’ visits are a 
coarse measure of providers’ work, however, the data 
can provide only limited information about the distri- 
bution of providers’ effort. For example, 100 visits 
could be made by from one to 100 patients. Moreover, 
data on visits alone fail to describe the nature or 
seriousness of the patient’s condition or the apportion- 
ment of time across conditions. This article attempts to 
address these questions by examining the differing 
distribution of working hours by psychiatrists, psy- 
chologists, social workers, and primary care physicians 
across practice settings and groups of patients for a 
representative workweek between May 1982 and Au- 
gust 1983. Additional contrasts are made in terms of 
the average and total number of patients seen for 
various categories of conditions during a repre- 
sentative 60-day period during the same months. 
These data help to quantify the various contributions 
from these professionals, to identify where their efforts 
overlap, and to suggest where each group's activities 
are unique. 


METHOD 


This report draws on data from the Mental Health 
Service Providers Survey, which we have described 
extensively elsewhere (6). Briefly, representative na- 
tional samples of psychiatric and primary care physi- 
cians were drawn from the American Medical Associ- 
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ation’s (AMA’s) and the American Osteopathic 
Association’s physician masterfiles, samples of psy- 
chologists from the National Register of Health Ser- 
vice Providers in Psychology (7), and samples of social 
workers from the National Association of Social 
Workers’ NASW Register of Clinical Social Workers 
(8). Beginning in May 1982 and ending in August 
1983, all of these groups received similar mailed 
questionnaires that had been extensively pretested. 
Different cohorts received their instrument during dif- 
ferent months of the survey period to avoid seasonal 
bias. Sampling frames were progressively updated over 
the course of the survey. Of 9,073 eligible respondents, 
5,958 (65.796) returned usable questionnaires. 

Practitioners were asked to describe all adult (age 18 
and over) patients treated and hours worked during 
the 60-day period immediately preceding receipt of the 
questionnaire, in terms of patients for whom they 
alone were primarily responsible. A 60-day period 
allowed for representation of patients seen infre- 
quently for the management of medication or preven- 
tion of relapse. Also, these procedures minimized the 
possibility of patients' receiving services from more 
than one provider. 

The questionnaires presented and briefly defined six 
clusters of diagnoses or problems that are considered 
to represent similar conditions. The clustering method 
has been shown to be an effective tool for comparing 
groups of physicians engaged in different professional 
practices (9). The clusters of conditions paralleled the 
major categories in DSM-III. Two exceptions were 
made because pretesting suggested strongly that all 
providers treated a large number of patients who did 
not have a condition attributable to a mental disorder, 
a finding that has found further support in our own 
work as well as that of others (6, 10, 11). To capture 
data about these patients, the general terms “neurosis” 
and "relationship problems" were added. 

The term “neurosis” is still commonly used in 
clinical practice and was defined to include only pa- 
tients with mild depressive neurosis (i.e., dysthymia) or 
a neurotic process. "Relationship problems," which 
comprise most of DSM-III's V codes (i.e., conditions 
not attributable to a mental disorder that are a focus of 
attention or treatment), were defined as problems with 
marriage, family, job, peers, school, or community and 
other similar situations. 

Patients whose problems did not fit into any of the 
clusters were given a designation of "other." Specifi- 
cally excluded from this category and all clusters were 
obesity, migraine headache, irritable colon, and similar 
conditions that are often affected by emotions but are 
not generally considered mental problems or disorders 
per se. Adjustment disorders were omitted because 
pretesting and an unpublished concurrent study indi- 
cated that respondents tended to include this condition 
with relationship problems, neuroses, or "other." 

Several concurrent studies were conducted to verify 
the reliability of our data. One (12) found that self- 
reports about the number of patients seen and visits 
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provided closely approximated the "objective" data 
found in patients' records. In a related study (13), the 
diagnostic assessment abilities of psychiatrists, psy- 
chologists, and social workers were found to be com- 
parable across diagnosis clusters similar to those used 
in the present study. These two studies and a related 
study of nonresponse bias (6) suggested that the Men- 
tal Health Service Providers Survey data used in this 
report accurately described the aggregate professional 
activities of mental health service providers belonging 
to professional associations. 

The overall response rate to the survey's request for 
aggregate patient counts was only 55% of the 5,958 
respondents. This rate varied considerably among pro- 
fessional groups: for psychiatrists, the item response 
rate was 59% (N=969); for psychologists, 80% 
(N=1,404); for social workers, 77% (N=779); and 
for primary care physicians, 26% (N=128). Thus, the 
findings, particularly for primary care physicians, must 
be considered as somewhat tentative. An analysis of 
nonresponse bias in which the methods we have de- 
scribed (6) were used revealed that the sample was 
representative of the professions, even for primary care 
physicians, suggesting that it was the burden of re- 
sponding to the survey rather than professional at- 
tributes which accounted for the differences in re- 
sponse bias. 

The means in this report are estimates derived by 
multiplying the number of responses by the inverse of 
the probability of the respondents’ being selected for 
inclusion in the sample. The variance of the estimates 
was calculated according to the method described by 
Raj (14). 

To make our calculations, it was necessary to esti- 
mate the total number of active psychiatrists, psychol- 
ogists, social workers, and primary care physicians 
comparable to our respondents in the 50 states and the 
District of Columbia who might have been expected to 
treat individuals with mental or emotional conditions 
in 1983. Accordingly, mental health service providers 
were counted only if they had completed training, were 
clinically active in the mental health field, and were 
members of or eligible for membership in the Ameri- 
can Psychiatric Association, the American Psycholog- 
ical Association, the NASW, the AMA, or the Ameri- 
can Osteopathic Association. 

Reasonably accurate counts of the groups of physi- 
cians are available from published sources issued by 
the AMA (15) and the National Center for Health 
Statistics (16). These counts include members as well 
as nonmembers of the AMA and the American Osteo- 
pathic Association. Of the estimated 20,700 osteo- 
pathic physicians in 1983 (16), approximately 
118,423 (89.0%) were primary care physicians (17). 
Using these sources, we estimated that 28,729 adult 
and child psychiatrists and 116,642 primary care 
physicians (doctors of medicine or osteopathy) were 
clinically active in 1983 in the 50 states and the 
District of Columbia. 

A count of doctoral-level clinical psychologists in 
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TABLE 1. Characteristics of U.S. Mental Health Service Providers’ Workweek 





Psychiatrists Psychologists Social Workers Primary Care Physicians 

Characteristic Mean Variance? Mean Variance? Mean Variance? Mean Variance? 
Total hours worked per 

week 47.5 0.2 41.4 0.1 37.3 0.2 52.8 0.3 
Direct treatment? hours 

per week 

All settings? 33.1 0.4 23.6 0.2 20.6 0.2 12.2 1.1 

Private practice 22.4 0.4 18.1 0.2 11.8 0.2 8.9 0.9 

Public practice 7.9 0.2 3.0 0.1 5.0 0.1 22 0.6 

Medical school 2.0 0.04 0.4 0.01 0.6 0.02 0.4 0.03 

Other settings 1.1 0.02 24 0.04 3.3 0.1 0.4 0.03 
Percentage of total hours 

working with selected 

clusters of patients 

Inpatients 19.0 3.2 7.2 0.6 7.9 1.04 10.7 2.3 

Schizophrenia, mania, 

and major depression 27.7 1.8 8.0 0.1 9.5 0.3 1.5 0.1 

Neurosis, anxiety, and 

personality disorders 33.4 1.4 37.6 0.5 31.8 0.6 7.0 1.3 

Relationship 

problems? 9.6 0.1 20.6 0.1 214 0.3 4.8 0.6 





?See reference 14 for the method used for calculating variance. 


“Direct treatment" means a series of face-to-face professional contacts with a patient for the primary purpose of eliminating or changing the 
severity of a mental or emotional disorder or of preventing or slowing further deterioration. 
“Practice settings were aggregated as follows: medical school included university hospitals; private practice included solo and group private 
practice and private general and mental hospitals; public practice included state, public, and federal general and mental hospitals and 


community mental health centers and associated facilities. 


‘problems with marriage, family, job, peers, school, or community and similar situations. 


1983 was one result of a census conducted by the 
American Psychological Association. This census 
counted 44,580 doctoral-level clinical psychologists 
who provided (or administered) health and mental 
health services in 1983 (18). 

The number of social workers providing mental 
health services in 1983 was estimated as follows. In 
1985 an estimated 97,000 social workers belonged to 
NASW, and 100,000 did not belong; thus, the ratio of 
nonmember to member social workers was 1.03. In 
1982 there were 90,476 NASW members (5), and, 
assuming a constant nonmember-to-member ratio, 
93,190 (90,476X1.03) social workers who were not 
NASW members, or a total of 183,666 trained social 
workers. NASW’s 1982 Membership Data Bank Sur- 
vey found that 29.5% of the members were primarily 
involved in providing services to individuals with 
either mental (26.6%) or alcohol, drug, or substance 
abuse (2.9%) problems (5). Again assuming constant 
percentages, 29.5% of 183,666, or 54,181, social 
workers provided mental health services in 1982. 
Assuming a 1.3% growth per year (5), approximately 
54,883 trained social workers worked in the mental 
health field in 1983. 


RESULTS 
Table 1 shows that on the average, primary care 


physicians worked the greatest number of hours per 
week (about 53) and social workers the fewest (about 
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37). Primary care physicians spent about 12 hours per 
week providing services to patients with mental or 
emotional problems—about one-half of the time spent 
by psychologists and social workers and about one- 
third of the time spent by psychiatrists. 

The representative practitioner provided mental 
health services in more than one setting. The private 
office or hospital practice was favored by all groups. 
Psychiatrists spent about 46% of their total workweek 
in private practice; psychologists and social workers, 
about 32%. For psychiatrists and psychologists, public 
practice (i.e., state, public, and federal hospitals and 
community: mental health centers and associated facil- 
ities) was clearly less favored. In contrast, social work- 
ers spent about 30% of their workweek with patients 
in the public sector. Table 1 also shows that all 
providers devoted the largest portion of their time to 
individuals with neurosis, personality or anxiety dis- 
order, and/or relationship problems. Psychiatrists 
spent about 28% of their time treating individuals 
with schizophrenia, mania, or major depression, which 
probably accounts for the finding that psychiatrists 
spent a larger percentage of time (19%) working with 
inpatients than did other providers (7%~—11%). It 
should be noted that some of these figures are associ- 
ated with large estimates of variance. 

Table 2 presents the mean number of patients in 
each cluster of diagnoses seen by a typical provider 
over a representative 60-day period during 1982- 
1983. The most striking finding was the large number 
of patients treated for mental and emotional condi- 
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TABLE 2. Patients Seen by Mental Health Service Providers During the Previous 60 Days for Selected Clusters of Conditions 





Patients Seen by Patients Seen by Patients Seen by Patients Seen by Each 


Each Psychiatrist Each Psychologist Each Social Worker Primary Care Physician 
(963—969 Respondents) (1,402-1,404 Respondents) (778-779 Respondents) — (126—128 Respondents) 
Cluster of Conditions Mean Variance* Mean Variance* Mean Variance? Mean Variance? 
Schizophrenia, mania, 
and major depression 35.4 6.2 4.1 0.1 5:5 02 4.4 0.4 
Substance abuse and 
alcoholism 7.0 0.4 2.5 0.05 2.6 0.1 9.2 22 
Somatoform and . 
psychosexual disorders 5.4 1.2 2.4 0.5 1.2 0.01 6.7 0.7 
Neurosis, anxiety, and 
personality disorders 19.8 3.0 14.0 0.2 11.6 0.2 12.9 8.6 
Relationship problems” 5.7 0.2 7.7 0.05 8.1 0.1 8.8 2.4 
Other conditions 4.9 0.3 23 0.1 2.1 0.1 10.4 2.4 
All clusters 78.1 26.4 32.9 1.0 31.2 1.0 52.2 32.1 


?See reference 14 for the method used for calculating variance. 
Problems with marriage, family, job, peers, school, or community and similar situations. 


TABLE 3. Estimates of U.S. Adults Receiving Care From Mental Health Service Providers for Selected Clusters of Conditions During an 
Average 60-Day Period in 1982 or 1983 


Adults Seen Adults Seen Adults Seen Adults Seen by 
by 28,729 by 44,580 by 54,883 Adults Seen by 116,642 the Total of 244,834 
Cluster of Psychiatrists — _ Psychologists Social Workers _ Primary Care Physicians Providers 
Conditions N % N % N % N % N % 
Schizophrenia, mania, 
and major depression 1,017,581 50.3 184,115 9.1 303,503 15.0 519,057 25.6 2,024,256 100.0 
Substance abuse and 
alcoholism 199,954 13.1 111,450 7.3 143,793 9.4 1,071,940 70.2 1,527,137 100.0 
Somatoform and . 
psychosexual disorders 155,424 14.0 106,546 9.6 65,311 59 781,501 70.5 1,108,782 100.0 
Neurosis, anxiety, and 
personality disorders 567,398 17.0 622,783 18.6 639,387 192 1,509,347 452 3,338,915 100.0 
Relationship problems? 162,893 82 341,482 17.3 444,003 22.5 1,027,616 52.0 1,975,994 100.0 
Other conditions 140,772 9.0 102,534 65 115,803 7.4 1,214,243 77.2 1,573,352 100.1 
Total 2,244,022 19.4 1,468,910 12.7 1,711,800 14.8 6,123,704 53.0 11,548,436 99.9 


*Problems with marriage, family, job, peers, school, or community and similar situations. 


tions by primary care physicians. Each primary care 
physician treated almost as many patients (52 patients) 
with these conditions as psychologists and social 
workers combined. The psychiatrists treated 78 pa- 
tients, or about 26 more patients than any other 
provider. 

Primary care physicians indicated that one-fourth of 
their patients with mental and emotional conditions 
received services for their mental condition only and 
three-fourths for a physical condition as well. Thus, 
while the primary care physician may treat a substan- 
tial number of emotionally impaired patients, services 
are more frequently provided in the context of a 
concurrent physical condition. Primary care physicians 
also provided more services to patients with substance 
use, somatoform, psychosexual, and “other” disorders 
than did the other groups of providers. For primary 
care physicians, the “other” cluster may have con- 
tained mostly patients with organic brain syndromes 
(unpublished data). 

Table 3 gives the estimated total numbers of adults 
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receiving care in the United States from each of four 
mental health service provider groups over a 60-day 
period. According to these estimates, which were made 
by multiplying the supply of providers by the mean 
number of patients in each cluster of conditions (table 
2), approximately 11.5 million adults (6.7% of the 
U.S. population) were receiving mental health services 
from the groups of providers we studied. Of these 
patients, approximately 53% were receiving services 
from primary care physicians, 19% from psychiatrists, 
15% from social workers, and 13% from psycholo- 
gists. The vast majority of the 2 million patients with 
schizophrenia, mania, or major depression were 
treated by physicians (psychiatrists, $096; primary 
care physicians, 2696), whereas most nonpsychotic 
patients received mental health services from nonpsy- 
chiatrists. While physicians in general appeared to 
treat the most heterogeneous mixture of conditions, 
related studies indicated that psychiatrists saw the 
more impaired patients for longer and at more fre- 
quent intervals (1, 4, 6). 
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DISCUSSION 


The results of this study cannot be easily compared 
with those of earlier studies such as the 1973-1974 
study of private practice psychiatry (19), because the 
percentage of psychiatrists (and presumably of other 
providers) working part-time in a variety of organized 
care settings has increased substantially over the last 
decade or so (20). Volume of patients per unit of time 
is generally higher in these settings (21). Therefore, the 
present study found that providers were seeing more 
patients than might otherwise be assumed. Moreover, 
results were affected by the reporting period. “The last 
typical workweek,” for example, underrepresents pa- 
tients seen at infrequent intervals (22). Our survey 
asked about a 60-day period, which allowed for better 
representation of patients seen infrequently for the 
management of medication or prevention of relapse. 

The 60-day utilization figures permit rough esti- 
mates of treated period prevalence rates. For example, 
5.8%—the National Institute of Mental Health Epide- 
miologic Catchment Area Program’s minimum esti- 
mated prevalence rate for substance use disorders 
(23)—multiplied by the 171.5 million U.S. residents 
who were 18 years of age or older in 1983 (24) yields 
10 million people with this condition. Table 3, how- 
ever, suggests that only about 1.5 million people 
(15%) received treatment from the four groups of 
providers we studied. Similar calculations showed that 
although treated prevalence rates varied by cluster of 
diagnoses, all rates fell below 50%. 

Unlike previous studies, this study considered all 
mental and emotional conditions treated by psychia- 
trists, psychologists, social workers, and primary care 
physicians. A major but unsurprising finding was that 
all these groups provided services to all types of 
patients. The most impressive overlap among provid- 
ers occurred for patients with neurotic, personality, or 
anxiety disorders and for conditions not attributable 
to a mental disorder (i.e, those in the DSM-HI V 
codes). When effort was measured in terms of percent- 
age of work time, patients with these conditions ap- 
peared to receive a substantial amount of provider 
effort. Indeed, the bulk of the efforts of psychologists 
and social workers went to these groups. The majority 
of psychiatrists’ patients, by contrast, had diagnoses of 
schizophrenia, mania, major depression, substance 
abuse, and alcoholism. Primary care physicians had 
substantial numbers of patients in all of the categories 
considered and distributed their work time fairly 
evenly across these categories. 

These providers appeared to spend much of their 
time treating conditions that many people would con- 
sider minor. Our findings tend to support the belief 
that persons with primarily “psychological” problems 
receive labor-intensive treatment, whereas persons 
with problems most often associated with biological 
components tend to have relatively infrequent contact 
with a professional. lt is important to recognize, 
however, that there are serious doubts that increased 
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professional attention to the severely disabled has 
much long-term impact on clinical outcome (25, 26). 

Because of the number of primary care physicians, 
their contributions to the care of the mentally and 
emotionally impaired are substantial (1—3). Present 
measurements of this contribution may be misleading, 
however, because much of the primary care physician's 
mental health work may be in assessment, brief treat- 
ment, and referral of difficult cases to other profession- 
als (3, 6, 27). Also, the contributions by psychologists 
and social workers are underestimated because of data 
limitations. Nondoctoral-level psychologists were ex- 
cluded from our counts, and an unknown number of 
social workers working in fields other than mental 
health are likely to provide some mental health serv- 
ices. Of course, other groups (clergy, counselors, etc.) 
provide these services as well. 

Given that all providers of mental health services 
tend to see some groups of patients that are similar, the 
impact of increases in the numbers of these providers 
must be considered. The ranks of psychologists and 
social workers have swelled dramatically in recent 
years (5, 18, 28). These two groups of providers 
probably continue to concentrate their efforts on the 
less severe mental and emotional conditions. If this 
trend continues, consumers of mental health services 
may be progressively drawn away from physicians 
who provide similar services. Changing ratios among 
the groups of providers may thus force each group to 
market its most specialized skills and contribute to an 
increasing distinction in the nature of their services. 
Although competitive pressure disrupts present pat- 
terns of practice, it may be of considerable long-term 
benefit to consumers seeking mental health care. 
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Characteristics of Very Poor Outcome Schizophrenia 


Richard S.E. Keefe, B.A., Richard C. Mohs, Ph.D., Miklos F. Losonczy, M.D., Ph.D., 
Michael Davidson, M.D., Jeremy M. Silverman, M.A., Kenneth S. Kendler, M.D., 
Thomas B. Horvath, M.D., Rena Nora, M.D., and Kenneth L. Davis, M.D. 


The authors compared 21 “Kraepelinian” 
schizophrenic patients who had been ill and 
dependent on others for the past 5 years with 76 
chronic schizophrenic patients in remission or with 
exacerbations requiring hospitalization. The 
Kraepelinian patients met the criteria for 
schizophrenia by more diagnostic systems than the 
exacerbated patients, were less responsive to 
haloperidol, had more severe negative symptoms, 
and bad similarly severe positive symptoms. They 
bad cerebral ventricles that were more asymmetrical 
and a greater family history of schizophrenia 
spectrum disorders than the other chronic patients. 
These data suggest that patients with 5 years of 
illness and complete dependency on others may 
represent a subgroup of schizophrenia. 

(Am J Psychiatry 1987; 144:889-895) 





hronic, unremitting schizophrenia places a 

greater demand on the health care system than 
any other psychiatric illness. Financially, close to 30% 
of the total economic expense of mental illness and 
addictive states in 1983 was attributed to patients with 
schizophrenia, despite their representing less than 5% 
of the psychiatrically treated population (1). Obvi- 
ously, the most chronically deteriorated patients, who 
require either continuous hospitalization or continu- 
ous care, demand the most attention from social and 
financial resources and are most in need of study. 
Noninvasive, descriptive measures associated with 
chronicity would be of value in identifying and classi- 
fying those patients who will eventually reach this 
severely deteriorated state. To date, psychiatry lacks 
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the pathological, biochemical, or etiological evidence 
used by other branches of medicine to validate systems 
of classification and therefore depends on other types 
of validating criteria. The areas frequently investigated 
for purposes of validating classification in psychiatry 
include outcome, clinical description, biology, exclu- 
sion criteria, and family study (2). If cross-sectional 
noninvasive measures in these areas could discriminate 
chronically deteriorated schizophrenic patients from 
those less deteriorated chronic schizophrenic patients 
whose longitudinal course includes periods of total or 
partial remission, initial steps toward identifying an 
important subgroup of schizophrenia would be taken. 

This study compared a group of severely deterio- 
rated schizophrenic male veterans, who for the past 5 
years had been either continuously hospitalized or 
unable to provide themselves with necessities such as 
food, shelter, and clothing, to a group of chronic 
schizophrenic male veterans, whose prior longitudinal 
course included periods of total or partial remission 
alternating with exacerbations requiring inpatient 
care. It should be noted that both groups consisted of 
relatively low functioning individuals. In view of the 
similarity between the longitudinal course of the se- 
verely deteriorated schizophrenic patients and the pro- 
gressive deterioration of dementia praecox described 
by Kraepelin (3), these patients were designated 
*Kraepelinian" schizophrenic patients. Cross-sectional 
characteristics of both groups were obtained by the 
following noninvasive techniques: diagnostic and clin- 
ical interviews, ventricular measurement, treatment 
response study, and family interview for ascertainment 
of a family history of schizophrenia or other disorders 
in the schizophrenic spectrum (4). The severely deteri- 
orated Kraepelinian patients, if they were distinguish- 
able from other chronic schizophrenic patients, may 
differ by diagnostic measures, such as the frequency of 
diagnosis of schizophrenia according to various diag- 
nostic criteria (5—7), as well as by descriptive measures 
associated with poor prognosis, such as absence of 
response to neuroleptic treatment, time in hospital, age 
at onset, and level of functioning. In addition, data 
suggest that ventricular abnormalities (8, 9), negative 
symptoms (10—12), absence of an affective syndrome 
(13, 14), and family history of schizophrenia spectrum 
disorders (14) may be other potential indicators of 
poor prognosis Kraepelinian schizophrenia. 
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POOR OUTCOME SCHIZOPHRENIA 


METHOD 
Subjects 


The sample consisted of 97 male chronic schizo- 
phrenic patients ranging in age from 22 to 65 years 
(mean+SD=38.1+11.1) admitted to the Schizophre- 
nia Biological Research Center of the Bronx Veterans 
Administration (VA) Medical Center and Mount Sinai 
School of Medicine. All patients met criteria for defi- 
nite schizophrenia or schizoaffective disorder, mainly 
schizophrenic, according to the Research Diagnostic 
Criteria (RDC) (15) and/or definite schizophrenia ac- 
cording to the Feighner diagnostic system (16). Pa- 
tients were separated into three clinical groups: stable, 
exacerbated, and Kraepelinian. Stable patients (N=15) 
were all volunteers, who by definition were not in need 
of hospitalization for the 3 months before admission, 
and received four weekly scores on the Brief Psychiat- 
ric Rating Scale (BPRS) (17), with a range of less than 
10 points (mean+SD=30.0+6.0). The most severely 
deteriorated patients, the Kraepelinian group (N=21), 
met the following criteria for the past 5 years: 1) either 
continuous hospitalization or, if living outside the 
hospital, complete dependence on others for necessities 
such as food, shelter, and clothing; 2) no useful work 
or employment; and 3) no evidence of a remission of 
symptoms. Patients in the exacerbated group (N=61) 
required hospitalization but did not meet the criteria 
for the Kraepelinian group. 

Informed consent was obtained from the patient or 
from a first-degree relative if an otherwise assenting 
patient was unable to give true informed consent. 


Diagnosis and Clinical Description 


All patients were interviewed by a two-member 
diagnostic team that used the Schedule for Affective 
Disorders and Schizophrenia (SADS) (18). Team mem- 
bers independently determined diagnoses according to 
the following criteria: RDC and the Feighner system, 
which were used as entrance criteria for the study; 
DSM-III; the “flexible” system of the International 
Pilot Study of Schizophrenia (19), which uses criteria 
derived from a discriminant function analysis of symp- 
toms of patients given a clinical diagnosis of schizo- 
phrenia; Schneiderian first-rank symptoms (20), which 
are strictly positive symptoms; Langfeldt criteria (21), 
which are purported to be indicators of poor progno- 
sis; and the ICD-9 system (22). The RDC were used to 
determine if in addition to schizophrenic symptoms, a 
patient had ever manifested a full affective syndrome, 
defined as a prominent mood disturbance accompa- 
nied by at least four significant affective symptoms. 

Kappa values for the interrater reliabilities for these 
criteria were as follows: DSM-III, 0.88; RDC, 0.90; 
Feighner system, 0.91; International Pilot Study of 
Schizophrenia—five symptoms required for diagnosis, 
0.80, and six symptoms, 0.64; Schneiderian symp- 
toms, 0.65; Langfeldt criteria, 0.59; and ICD-9, 0.80. 
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Severity of formal thought disorder was measured 
by the Thought, Language and Communication Scale 
(23). Current social and occupational functioning was 
measured with the Level of Functioning Scale (24). 
Negative symptoms were assessed in 54 patients by 
determining total scores (excluding global and subjec- 
tive rating scores) on the Scale for the Assessment of 
Negative Symptoms (25). In addition, because these 
scores were not determined for each patient, negative 
symptoms severity scores (26) were assessed for the 
entire cohort by using items on the SADS; Thought, 
Language and Communication Scale; and Level of 
Functioning Scale that corresponded to 16 of the 30 
items on the Scale for the Assessment of Negative 
Symptoms. Total scores for negative symptoms sever- 
ity and the Scale for the Assessment of Negative 
Symptoms were found to be highly correlated (r=.73) 
in patients for whom both scores were available. 
Positive symptom severity scores (26) were determined 
by summing SADS items rating severity of hallucina- 
tions, delusions, bizarre behavior, and positive formal 
thought disorder. Premorbid sexual fünctioning was 
assessed by the sociosexual adjustment item of the 
Premorbid Asocial Adjustment Scale (27), the only 
item reported to have adequate interinformant reliabil- 
ity in an earlier study that used a subgroup of the 
present cohort (28). 

Data regarding age at onset, number of psychiatric 
hospitalizations, total time in psychiatric hospitals, 
and educational level were gathered for all patients. In 
nearly all cases, the two best informants available were 
interviewed and all medical records were reviewed in 
order to verify and supplement information gathered 
by the patient interview. Consensus scores and diag- 
noses were determined for all diagnostic and descrip- 
tive data by both team members and an independent 
diagnostic expert, who resolved any disagreements. 

Diagnostic family histories were gathered on 87 
patients by a specialist in family diagnostic interviews 
who was blind to whether the patient was Kraepelin- 
ian. In 50 cases, two family members were inter- 
viewed; in the other 37 cases, one family member was 
interviewed. A family history of schizophrenia spec- 
trum disorders was defined as any first- or second- 
degree relative who met the criteria for any of the 
following Family History RDC (29) definite or prob- 
able diagnoses: chronic schizophrenia; schizoaffective 
disorder, chronic type; or unspecified functional psy- 
chosis, chronic type. Diagnosis of definite or probable 
schizophrenia-related personality (4) was also used as 
a criterion for a family history of schizophrenia spec- 
trum disorders. The morbid risk of schizophrenia 
spectrum disorders was calculated for all first-degree 
relatives of each patient to correct for the size of the 
patient's family. The Weinberg-abridged method was 
used to correct for an otherwise likely underestimation 
of risk due to the possibility that relatives who had not 
fully passed through the age of risk (defined as ages 
15—39 for schizophrenia spectrum disorders) may yet 
manifest a disorder. 
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Treatment Response 


Thirty exacerbated chronic schizophrenic patients 
and 17 Kraepelinian patients underwent a standard- 
ized dose schedule of haloperidol to determine treat- 
ment response. All patients received 10 mg of haloper- 
idol b.i.d. for 28 days. When clinically indicated, 
haloperidol dose was increased to 15 mg b.i.d. until 
day 36, at which time it was increased to 20 mg b.i.d. 
until day 43. Treatment response was assessed by 
means of BPRS and Clinical Global Impression (CGI) 
scores, which were obtained weekly by two indepen- 
dent raters. Baseline BPRS score was determined by 
calculating the means of four scores acquired over a 
2-week drug-free period before haloperidol adminis- 
tration. 


Ventricle-Brain Ratio 


Seventy-two schizophrenic patients underwent CAT 
scans on a high-resolution Technicon 2020 scanner to 
determine the ventricle-brain ratio (VBR). The slices 
scanned were 1 cm apart, parallel to the orbitomeatal 
line. The cut that displayed the lateral ventricles most 
prominently was used to determine the VBR. The 
ventricular margins were outlined by means of an 
operator-controlled joystick, with the enclosed area 
automatically displayed, for the individual right and 
left lateral ventricles. Similarly, the area of the brain on 
that slice was also determined. The averages of the left 
and right lateral ventricular areas were summed and 
divided by the brain areas, and the result was multi- 
plied by 100 to yield the VBR for that rater. Each VBR 
was determined by two separate raters, who were 
blind to the age and diagnosis of the subject. The final 
VBRs used in subsequent analyses were the numerical 
averages of these two raters’ measurements. Intrarater 
reliability was high (ICC=.99) for both raters, and 
interrater reliability was also strong (ICC=.96). These 
outlines were photographed and reviewed later by a 
neuroradiologist to ensure that the lateral ventricles 
were correctly identified. 

In addition to the VBR, a separate measure of 
ventricular symmetry was calculated. The mean area 
of the left ventricle for each rater was divided by the 
mean area of the right ventricle, resulting in the 
left-to-right lateral ventricular ratio for each rater. The 
mean of this ratio for both raters was used in subse- 
quent calculations. 


RESULTS 


Consensus diagnoses for all patients reflected several 
important differences among patients in the Kraepelin- 
ian and exacerbated groups (see table 1). Overall, 
Kraepelinian patients were diagnosed as having schiz- 
ophrenia by a mean of 6.4 of the seven diagnostic 
systems, while exacerbated patients met the criteria for 
schizophrenia by 5.6 of them (t=—3.70, df=72.13, 
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TABLE 1. Positive Diagnosis of Schizophrenia by Seven Diagnostic 
Systems in Kraepelinian (Most Severely Deteriorated) and Exacer- 
bated Schizophrenic Patients 





Positive Diagnosis of Schizophrenia 





Kraepelinian Exacerbated 

Di ; Patients (N=21) Patients (N=61) 

iagnostic Oe et 
System N % N % 
RDC? 20  9s^ 41 77 
DSM-HIF 21 100 56 92 
International Pilot Study 

of Schizophrenia 

5 21 1003 45 74 

6 19 90* 38 62 
Feighner criteriaf 18 . 868 33 $54 
Langfeldt criteria 19 90 57 93 
Schneiderian first 

rank symptoms 16 76 46 75 


ICD-9 21 100 60 98 


*Fourteen exacerbated patients were given a diagnosis of schizo- 
affective disorder. 

bp«.10 (Fisher's exact test for all comparisons). 

*Five exacerbated patients were given a diagnosis of schizoaffective 
disorder. 

dp«.005. 

$p«.05. 

fTwelve exacerbated patients were given a diagnosis of “probable” 
schizophrenia. 

Ep«.01. 


p<.001). Kraepelinian and exacerbated patients were 
most widely discrepant in meeting the criteria for 
diagnostic systems that either exclude patients for 
having an affective syndrome or use the absence of 
affective symptoms as an inclusion criteria for a diag- 
nosis of schizophrenia. Specifically, fewer Kraepelinian 
patients had an affective syndrome. Fourteen of the 61 
exacerbated patients were given an RDC diagnosis of 
schizoaffective disorder, mainly schizophrenic, com- 
pared with only one of the Kraepelinian patients 
(p.05, Fisher's exact test). 

There was a trend for Kraepelinian patients to have 
more severe formal thought disorder, as measured by 
the Thought, Language and Communication Scale 
(meantSD scores=14.646.6 versus 10.947.6; t= 
— 1.93, df=80, p<.06). Positive symptoms, as deter- 
mined by the positive symptom severity score from 
SADS items and by numbers of Schneiderian and 
Langfeldt symptoms, revealed no significant differ- 
ences between the two groups (p.10 for all measures, 
t test). Among the 54 patients for whom total scores on 
the Scale for the Assessment of Negative Symptoms 
were determined, Kraepelinian patients had slightly 
higher total scores, but this difference was not signifi- 
cant (meantSD=48.0+£13.2 versus 41.0+16.9; t= 
—1.36, df=52, p<.20). Negative symptoms severity 
scores, available for the entire cohort, demonstrated 
significant differences between Kraepelinian and exac- 
erbated patients (mean+$D=38.5+11.0 versus 30.5 + 
11.8; t=2.71, df=80, p<.01). 

As expected, Kraepelinian patients differed from 
exacerbated patients on several other measures. They 
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TABLE 2. Significant Differences Between Kraepelinian (Most Severely Deteriorated) and Exacerbated Schizophrenic Patients 


rg M. DM MM M MM iii i M nn ed 


Kraepelinian Patients 


(N=21) 
Variable Mean SD 
Age (years) 46.7 11. 
Months in hospital 120.9 108.7 
Levels of Functioning 
Scale score 14.5 2.8 


TABLE 3. Family History of Schizophrenia and Morbid Risk in 
First-Degree Relatives for Kraepelinian (Most Severely Deteriorated) 
and Non-Kraepelinian Schizophrenic Patients 


Kraepelinian — Non-Kraepelinian 
Item Patients (N18) Patients (N=69) 
Family history of 
schizophrenia in first- and 
second-degree relatives? 


Yes 11 24 

No 7 45 
First-degree relatives 

Number age 15—39 years 23 149 

Number age 40 years 

or older 61 196 

Lifetimes of risk 72.5 270.5 

Cases of schizophrenia 

spectrum disorder 14 29 

Morbid risk? 0.193 0.107 


2324.11, df=1, p«.05. 
b7—1.94, df=1, p.05. 


had worse social and occupational functioning as 
measured by the Level of Functioning Scale, they had 
spent more time in psychiatric hospitals, and they were 
older (p«.01 for all measures; t test; see table 2). 
Kraepelinian patients did not differ significantly from 
exacerbated schizophrenic patients on measures of age 
at onset (25.7 versus 24.4 years), education (11.3 
versus 12.1 years), premorbid sexual functioning as 
measured by the Premorbid Asocial Adjustment Scale 
(score of 3.3 for each group), number of hospitaliza- 
tions (7.4 versus 5.6), and VBR (6.4 versus 6.0) (p>.05 
for all measures, t test). 

Kraepelinian patients had significantly more cases of 
schizophrenia spectrum disorders in their first- and 
second-degree relatives than did the non-Kraepelinian 
patients, and their first-degree relatives had a higher 
morbid risk of schizophrenia spectrum disorders than 
did the first-degree relatives of the other patients (see 
table 3). 

Response to haloperidol was defined as 1) a decrease 
in BPRS scores of at least 20% from baseline to either 
day 29 or the last day of the study or 2) a two-point 
decrease in CGI scores from baseline to either day 29 
or the last day of the study. None of the 17 Kraepelin- 
ian patients responded to haloperidol treatment; how- 
ever, 13 of the 30 exacerbated patients did respond 
(p«.001, Fisher's exact test). 

Because of the possible effects of age on ventricular 
measures, the Kraepelinian schizophrenic patients 
were compared to a group of age-matched chronic 
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EN Nen 

Mean SD t df p 
36.0 10.8 3.83 80 «.001 
35.5 54.9 4.34 70 «.001 
21.3 6.1 4.90 80 <.001 


FIGURE 1. Ventricular Asymmetry in Kraepelinian (Most Severely 
Deteriorated) and Other Chronic Schizophrenic Patients Matched by 


Age 


1.75 
e 
^i 150 
S .* 
E 
> 1.25 "9 --3$-- 
E 1 mr iine 
ul ---99-- ks 
z 1.00 ee J e. 
= ° 9e 
e e. . 
a 0.75 fs 
oS 
z 0.50 
0 OTHER KRAEPELINIAN 
SCHIZOPHRENIC PATIENTS (N= 15) 


PATIENTS (N= 15) 
Significant difference between groups (t= —2.53, df=28, p«.02). 


schizophrenic patients. There was a significant differ- 
ence between the two groups in ventricular asymme- 
try. The mean+SD left/right ventricle ratio was 1.17+ 
0.22 for the Kraepelinian group (N=15) versus 0.99+ 
0.18 for the group of other chronic schizophrenic 
patients (N=15) (see figure 1). All but two of the 
patients in this cohort were right-handed. In our 
preliminary study of 60 patients, handedness showed 
no relationship to ventricular asymmetry. No signifi- 
cant difference was found in VBR between the Krae- 
pelinian and non-Kraepelinian schizophrenic patients 
(see table 2). 


DISCUSSION 


Very poor prognosis schizophrenic patients were 
identified with a series of operationalized criteria that 
were applied cross-sectionally. This group of chronic 
schizophrenic patients, who for the last 5 years were 
continuously hospitalized or completely dependent on 
others for their survival, differed from other chronic 
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schizophrenic patients on a number of clinical mea- 
sures, including the frequency with which they were 
diagnosed schizophrenic by different diagnostic sys- 
tems, the presence of affective symptoms, the fre- 
quency of first-degree relatives who met the criteria for 
schizophrenia or schizophrenia-related personality dis- 
orders, asymmetry of their lateral ventricles, and pro- 
spective response to a standard dose of haloperidol. 
These results are consistent with other studies which 
have suggested that those patients with the most 
chronic deteriorated course are substantially unlike 
other schizophrenic patients (5—14). 

It is not surprising that affective symptoms were rare 
in the chronic Kraepelinian schizophrenic patients. 
Affective symptoms have previously been shown to be 
a good prognostic sign. Indeed, the agreement between 
the present results and previous studies regarding 
affective symptoms and chronicity lends support to the 
notion that this population of Kraepelinian schizo- 
phrenic patients resembles other, previously studied 
populations of chronic, poor outcome schizophrenic 
patients. 

The concordance rate for the diagnosis of schizo- 
phrenia by various diagnostic systems is a critical area 
of inquiry, with substantial implications for the con- 
ceptualization of schizophrenia. That differing systems 
yield partially overlapping cohorts of “schizophrenic” 
patients underlies the necessity for antecedent, concur- 
rent, and prospective validators of the diagnosis of 
schizophrenia. Because there is no unequivocal consen- 
sus as to what constitutes a diagnosis of schizophrenia, 
it is particularly noteworthy that the Kraepelinian 
schizophrenic patients met the criteria for schizophre- 
nia in significantly more diagnostic systems than did 
other chronic schizophrenic patients. Thus, these poor 
outcome schizophrenic patients seem to possess those 
core symptoms of schizophrenia that lead virtually all 
diagnostic systems to classify them as schizophrenic. 

Conceptualizations of schizophrenia that have link- 
ed chronicity with negative symptoms are partially 
supported by this cohort of Kraepelinian schizophrenic 
patients. This group had significantly more severe 
negative symptoms than the other chronic schizo- 
phrenic patients. However, the notion that with in- 
creased chronicity there are less severe positive symp- 
toms of schizophrenia is not entirely consistent with 
the present data. Kraepelinian schizophrenic patients 
had more severe formal thought disorder as measured 
by the Thought, Language and Communication Scale. 
In fact, a similar cohort of patients from our hospital, 
including some of the patients in this study, demon- 
strated a weak positive relationship between positive 
and negative symptoms (26). Thus, these Kraepelinian 
schizophrenic patients offer the overall impression of 
more severe symptoms in general, rather than in any 
particular domain. 

It has been repeatedly demonstrated that the morbid 
risk of schizophrenia and schizophrenia-related per- 
sonality disorders is significantly higher among first- 
degree relatives of schizophrenic patients than among 
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normal control subjects. In a study that employed the 
family history method, it was found that the morbid 
risk of schizophrenia spectrum disorders was higher in 
a group of chronic schizophrenic patients than in 
normal control subjects (4). The intriguing new finding 
that derives from the current work is that Kraepelinian 
schizophrenic patients had a higher morbid risk of 
schizophrenia spectrum disorders than other chronic 
schizophrenic patients. This finding should be viewed 
with caution given the reported tendency of the family 
history method to underestimate the prevalence of 
psychiatric illness (30) and the possible difficulties of 
reliably diagnosing schizophrenia-related personality 
disorders by this method. However, given these meth- 
odological concerns, one would expect the family 
history method to diminish apparent group differences 
rather than increase them. Thus, it can be speculated 
that among these very poor outcome chronic schizo- 
phrenic patients, there is a higher genetic diathesis for 
schizophrenia than among other, better prognosis pa- 
tients. 

The entire population of schizophrenic patients 
studied in this cohort had VBRs that were significantly 
larger than those of age-matched normal control sub- 
jects (31). On the basis of previous reports that lateral 
ventricular enlargement is associated with poor out- 
come (32, 33), poor response to neuroleptic zreatment 
(9), and negative symptoms (34), the group of severely 
deteriorated Kraepelinian schizophrenic patients in 
this study could be expected to have larger VBRs than 
non-Kraepelinian schizophrenic patients. However, 
VBR did not differ significantly between the Kraepelin- 
ian and other chronic schizophrenic patients. It should 
be noted that a small difference in VBR betw een these 
two chronic populations might not be detected in a 
sample of this size. 

Because of the notion that the schizophrenic process 
may asymmetrically affect the hemispheres of the brain 
(35—37), the ratio between left and right lazera] ven- 
tricles was calculated. The ratio differed significantly 
between the two schizophrenic populations, confirm- 
ing results previously reported on a smaller group of 
this cohort (31). Studies of handedness currently being 
conducted in our laboratory indicate that the vast 
majority of schizophrenic patients in our population 
are right-handed. Hence, these data can be interpreted 
as consistent with the notion that the poorest outcome 
schizophrenic patients have a more uneven ventricular 
enlargement than that which occurs in better prognosis 
schizophrenic patients. 

Retrospective assessment of treatment response is 
problematic. Unless records are maintained, it is dif- 
ficult to determine if poor treatment response was a 
function of poor patient compliance or even inade- 
quate dosing. The prospective trial of haloperidol was 
a way to confirm that those patients classified as 
Kraepelinian by prior history were in fact ireatment 
resistant. From this perspective, the study result was 
without question. The Kraepelinian schizophrenic pa- 
tients had a significantly poorer response to the stan- 
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dardized haloperidol treatment than did the better 
prognosis schizophrenic patients. This result confirms 
the probable adequacy of prior trials of neuroleptics 
and supports the validity with which the operational- 
ized criteria for Kraepelinian" schizophrenia can be 
used. À somewhat unexpected associated result of the 
haloperidol study was the very modest response to 
neuroleptics that was found even among the better 
prognosis schizophrenic patients; this finding reflects 
the chronicity of the patient population served by this 
typical VÀ hospital. 

To establish a new diagnostic entity or meaningful 
subgroup of schizophrenia will require numerous stud- 
ies and extensive patient samples. From that perspec- 
tive, the current data are quite preliminary. Validation 
of a schizophrenic subgroup, like validation of any 
diagnostic grouping, would necessitate antecedent, 
concurrent, and prognostic validators. As a beginning, 
these results indicate that the powerful antecedent 
validator of family history is suggestive of a higher 
premorbid risk of schizophrenia and schizophrenia 
related disorders in poor outcome Kraepelinian schizo- 
phrenic patients. Similarly, descriptive, concurrent 
validators such as affective symptoms, severity of 
negative symptoms, and consistency of diagnosis of 
schizophrenia across various diagnostic systems also 
distinguish Kraepelinian from other schizophrenic pa- 
tients, A biological concurrent validator, ventricular 
asymmetry, is also consistent with the notion that 
Kraepelinian schizophrenic patients differ from other 
chronic schizophrenic patients. And finally, the pro- 
spective prognostic validator, response to treatment, 
also differentiates the Kraepelinian subgroup. These 
potential validators need to be explored in far greater 
depth, and additional validators need to be tested. The 
operationalized criteria for defining the Kraepelinian 
subgroup, or any very poor outcome subgroup, need 
to be refined. For example, is a 5-year course of severe 
chronicity more or less useful in defining meaningful 
and distinct subgroups than a 2- or 3-year course 
might be? Work is in progress to address these and 
other issues. 
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Clinical Forms of Severe Tardive Dyskinesia 


George Gardos, M.D., Jonathan O. Cole, M.D., 
Melinda Salomon, B.S., and Susan Schniebolk, B.S. 





The authors describe 19 patients with severe 
tardive dyskinesia, 11 of whom had a diagnosis of 
affective or schizoaffective disorder rather than 
schizophrenia. Most patients had been receiving 
long-term neuroleptic treatment with few 
interruptions and had received only one or two 
different neuroleptics. Frequent eye blinking was the 
most prevalent prodromal sign of tardive dyskinesia 
(in seven patients). Four subtypes of tardive 
dyskinesia could be distinguished: choreoathetosis, 
tardive dystonia, blepharospasm, and tardive 
akathisia. Optimal pharmacotherapy most often 
consisted of combinations of neuroleptics, lithium 
carbonate, benzodiazepines, and antiparkinsonian 
drugs. However, after an average of 62 months, only 
five patients had markedly improved. 

(Am J Psychiatry 1987; 144:895—902) 


P erhaps the main reason that tardive dyskinesia is 
emerging as one of the dreaded diseases in psychi- 
atry is the underlying fear that once it develops, it 
inexorably proceeds to ever more severe forms until 
total incapacitation results. Severe tardive dyskinesia 
with major functional impairment undoubtedly oc- 
curs, and such cases nearly always pose a difficult 
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therapeutic challenge. Those concerned about severe 
tardive dyskinesia find, however, that there is very 
little literature specifically devoted to this subject; most 
of the relevant information is buried in the many 
articles dealing with tardive dyskinesia in general. The 
special features of severe tardive dyskinesia, such as its 
clinical characteristics, complications, and problems of 
management, are worthy of attention in their own 
right. The present paper attempts to fill the void by 
addressing clinically relevant issues of severe tardive 
dyskinesia. 

Defining severe tardive dyskinesia adequately is 
more difficult than it appears at first. The obvious 
solution of using a global rating of severity from a 
scale such as the Abnormal Involuntary Movement 
Scale (AIMS) (1) may give an accurate indication of the 
level of observable dyskinesia, but it does not reveal 
whether the dyskinesia has produced any complica- 
tions. It may not be unreasonable to regard as severe 
only those cases in which the abnormal movements are 
accompanied by subjective distress or impaired func- 
tioning. Another definition might take a longitudinal 
view and define severe tardive dyskinesia as that which 
can no longer be masked by neuroleptics or as a 
dyskinesia which does not improve after withdrawal of 
neuroleptics. The latter view might consider severe 
tardive dyskinesia to be an end stage or an irreversible 
form of the disorder. 

As long as disagreement and uncertainty about the 
definition of severe tardive dyskinesia exist, the best 
approach might be to keep in focus all the major 
dimensions of the problem: severity of abnormal 
movements, complications, outcome, and manage- 
ment. This paper provides a description of the clinical 
features, treatment, and outcome of a series of patients 
with severe dyskinesia who were treated by two of us 
(G.G. and J.O.C.). 
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SEVERE TARDIVE DYSKINESIA 


TABLE 1. Characteristics and Exposure to Neuroleptics of Nine 
Male and 10 Female Patients With Severe Tardive Dyskinesia 





Characteristic Mean SD 
General 
Age (years) 42.0 16.3 
Age at onset of psychiatric illness (years) 29.0 16.5 
Number of psychiatric hospitalizations 2.6 2.1 
Duration of psychiatric hospitalizations 
(months)? 16.9 42.4 
Total AIMS score 16.58 4.7 
Exposure to neuroleptics before developing 
clear dyskinesia : 
Number of months since first exposure to 
neuroleptics 75.0 69.3 
Percent of time not taking neuroleptics 12.3 16.6 
Number of neuroleptic-free periods 1.6 1.7 
Age when neuroleptic was first received 
(years) 30.0 16.6 
Total amount of neuroleptics received 
(grams of chlorpromazine equivalents)? 967 1309 


^Thirteen patients had been hospitalized for less than 12 months. 
Five had been hospitalized for 12 months or more. Data from one 
patient were incomplete. 

Eleven patients had received one or two neuroleptics; seven had 
received three or more neuroleptics. Data from one patient were 
incomplete. 


METHOD 


The 19 patients chosen for study were those most 
severely afflicted with tardive dyskinesia among the 
patients treated by the two of us during the past 10 
years. Because of our interest in tardive dyskinesia, we 
attract a variety of referrals of unusual and difficult- 
to-treat tardive dyskinesia patients from a wide geo- 
graphic area. Thus, the sample was weighted in favor 
of the more severe cases and was not typical of an 
average psychiatric practice. Selection of cases of se- 
vere tardive dyskinesia was based chiefly on clinical 
judgment; we looked for striking abnormal move- 
ments as well as subjective distress and some degree of 
functional impairment. The primary DSM-III diag- 
noses of the patients were schizophrenia (N- 7), schizo- 
affective disorder (N=3), bipolar disorder (N=3), 
major depression (N=5), and obsessive-compulsive 
disorder (N=1). We took over drug management 
completely or acted as consultants to the referring 
psychiatrists and made recommendations regarding 
pharmacotherapy. Management of the original func- 
tional psychiatric disorder was an important therapeu- 
tic goal in addition to the challenge of treating the 
severe dyskinesia. 

The principal characteristics of the 19 patients with 
severe tardive dyskinesia are shown in the top part of 
table 1. The cohort was not particularly old, had 
nearly equal numbers of men and women, and did not 
have either chronic or unusually severe psychiatric 
illness. The number of affective disorder patients was 
either greater than or close to the number of schizo- 
phrenic patients, depending on whether the schizo- 
affective patients are counted with one or the other 
category. 
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The patients’ exposure to neuroleptic treatment is 
summarized in the bottom half of table 1. The small 
number of neuroleptics used and the relatively short 
neuroleptic-free periods indicated that continuous neu- 
roleptic treatment with relatively few changes was the 
general pattern in this group of patients. 

We tried to determine the presence or absence of 
subtle abnormal movements that might have preceded 
the appearance of more obvious dyskinesia. In seven 
patients, frequent eye blinking was reported; in two 
others, twitching of the face and extremities; in one 
patient, unspecified neck movements; and in another 
patient, lip smacking. Since these abnormal move- 
ments continued while the patients showed increas- 
ingly clear evidence of dyskinesia, we assumed that 
those earliest manifestations were in fact prodromal 
signs of tardive dyskinesia. In these 11 patients, the 
prodromal signs were observed at a mean+SD of 
70.1+44.7 months after the first treatment with neu- 
roleptics. It took 8.8+7.3 months for prodromal signs 
to progress to obvious dyskinesia and 8.7+10.0 
months for obvious dyskinesia to become severe. 

At the onset of obvious dyskinesia, 12 (63%) of the 
patients were receiving trifluoperazine or thiothixene. 
No patient was receiving lithium. Four patients had a 
gradual onset, and 14 had a sudden onset. When 
tardive dyskinesia first became obvious, 18 of the 19 
patients were taking a steady dose of neuroleptic 
(mean dose=527 mg/day of chlorpromazine equiva- 
lents). At the onset of severe tardive dyskinesia, only 
eight patients were taking a steady dose, three were 
taking diminishing doses, and another eight patients 
had stopped taking neuroleptics as a result of their 
developing dyskinesia. 

With respect to the most prominent and distressing 
symptoms in each patient, four types of dyskinesia 
could be distinguished: choreoathetoid dyskinesia 
(N=7), dystonia (N=8), blepharospasm (N=2), and 
akathisia (N=2). In addition to the predominant type 
of abnormal movement, other dyskinesias were usually 
present, so the subdivision was somewhat arbitrary. 
For instance, dystonic patients also showed choreiform 
dyskinesia, and the patients with blepharospasm also 
showed other signs of tardive dyskinesia. The follow- 
ing case vignettes illustrate the clinical manifestation of 
the four subtypes. 


CASE REPORTS 


Case 1: Choreoathetoid Dyskinesia 


Mr. A, a 36-year-old single, white, unemployed musician 
with a college degree, first had psychiatric symptoms during 
his last years in high school; they became worse at age 20. He 
has been treated with antipsychotics at varying moderate 
doses since that time. At times he shows bizarre ideas, panic, 
and sexual preoccupations, but he tends to retain interper- 
sonal warmth, charm, a quirky sense of humor, and good 
interpersonal relationships. When his antipsychotic drug 
dose is lowered too far, he becomes frightened by his bizarre 
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fantasies. Whenever his antipsychotic drugs are stopped 
altogether, he becomes flagrantly manic. 

Frequent eye blinking was first noted when Mr. A was 26, 
after he had been taking antipsychotics for 6 years. Within a 
year this progressed to very severe dyskinesia with incessant 
choreoathetoid restless movements of his arms, legs, trunk, 
and face. Clozapine produced little therapeutic effect other 
than sedation. On a regimen of haloperidol, 20 mg/day, plus 
diazepam and diphenhydramine for oculogyric crises, his 
severe flailing dyskinesia—which interfered even with drink- 
ing and eating—rapidly abated; it has stayed much improved 
for the last 7 years. Mr. A has recently tolerated a reduction 
of his haloperidol dose to 10 mg/day without increase in 
movements or psychosis, and he is essentially nonpsychotic, 
although he has trouble finding a paying job. He is now 
stable on a regimen of lithium and haloperidol and is 
engaged to be married. 


Case 2: Tardive Dystonia 


Mr. B, a 27-year-old single electronics technician, had 
been a shy youth; he developed an acute paranoid psychosis 
at age 21, with delusions, hallucinations, and a belief that he 
was Jesus. He improved on a regimen of haloperidol and 
trihexyphenidyl and returned to work. Two years later, after 
he had stopped taking haloperidol for 3 weeks, he had a 
second psychotic episode and became grandiose and expan- 
sive. He was then maintained on trifluoperazine. He had had 
increased eye blinking for about 3 months before obvious 
dyskinesia developed, 3 years after he had begun antipsy- 
chotic treatment. Attempts to manage Mr. B’s dyskinesia by 
shifting to other drugs (haloperidol or perphenazine) and 
stopping all neuroleptics failed to alter a rapidly worsening 
dyskinesia with marked dystonia and severe retrocollis, 
which left him unable to work. When his dose of haloperidol 
was increased in an attempt to suppress the dyskinesia, he 
developed gross tremor without improvement in the dyski- 
nesia. On his present regimen of lithium plus diazepam, he is 
a little less dyskinetic but still has grotesque movements, 
walks with his neck fully extended, and has dystonic leg, 
tongue, and facial movements, including blepharospasm. He 
is able to work but has paranoid ideation, auditory halluci- 
nations, and few social contacts. There has been no further 
improvement over the past 2 years while he has been taking 
lithium and diazepam. 


Case 3: Blepharospasm 


Ms. C, a 37-year-old single woman, had a 14-year history 
of auditory hallucinations, persecutory and grandiose delu- 
sions, labile and inappropriate affect, and social withdrawal. 
She had never been hospitalized; however, full remission of 
symptoms had not occurred. She revealed exquisite sensitiv- 
ity to neurological side effects: even small doses of high- 
potency neuroleptics produced tremor and rigidity, which 
were only partially relieved by antiparkinsonian drugs. She 
tolerated thioridazine in low doses only. 

Dyskinesia started about 41^ years ago, while she was 
taking 100 mg/day of thioridazine, with frequent eye blink- 
ing and twitching around her mouth. A few months later, 
blepharospasm commenced and gradually became severe. 
When she was first evaluated for tardive dyskinesia, Ms. C 
was showing severe, almost constant, blepharospasm, mak- 
ing it impossible for her to keep her eyes open for more than 
a few seconds. Other abnormal movements included facial 
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tics and grimacing, involuntary jaw opening, mild retrocollis 
and torticollis, and choreiform movements of the lip and 
tongue. The severe blepharospasm prevented her from driv- 
ing and reading and caused great social embarrassment, 
making her reluctant to leave her home. 

Treatment efforts during the past 3 years have been largely 
ineffective. Attempts to substitute another neuroleptic in 
small doses were unsuccessful. Her dose of thiozidazine was 
reduced to 50 mg/day, however, without signs of psychotic 
decompensation. The following drugs were tried sequentially 
for treatment of blepharospasm, with negative results: reser- 
pine clonazepam, lecithin, propranolol, amantadine, and 
ithium. 


Case 4: Tardive Akathisia 


Ms. D, a 56-year-old mother of two, first became severely 
depressed and delusional after her husband and her fa- 
ther-in-law died within a 4-month period. She was hospital- 
ized three times, each time severely depressed, with delusions 
of guilt and suicidal tendencies. 

Antidepressants increased her delusional thinking. Neuro- 
leptics were given intermittently at first, then continuously. 
When first evaluated for tardive dyskinesia 3 years ago, Ms. 
D showed marked akathisia: rocking, foot tapping, stamp- 
ing, continuous torsion movement, and pelvic thrusting. The 
need to be in constant motion and the subjective distress 
made this syndrome indistinguishable from acute drug- 
induced akathisia. She also exhibited mild choreiform move- 
ments of the lips, tongue, and jaw, which suggested tardive 
dyskinesia; however, she never complained about the latter 
symptoms. The unrelenting akathisia led her to avoid social 
contacts and at times interfered with sleep. 

Considerable improvement has occurred durirg the past 3 
years with thioridazine, 50 mg h.s., ethopropazine, 50 mg 
h.s., and alprazolam, 0.5 mg b.i.d. Her akathisia is mostly 
quiescent, and her mild orofacial choreiform movements are 
not distressing. Her psychiatric symptoms have been slowly 
improving along with the receding akathisia. 


OUTCOME 


Demographic variables, treatment trials, and out- 
come to date for the 19 patients are summarized in 
table 2. 

The tardive dystonia subgroup consisted mostly of 
men (75%) in contrast to the other groups, which had 
an excess of women. Patients with dystonia were 
significantly younger (mean SD age=31.9=:7.2 years) 
than those with choreoathetosis (54.9+17.7 years; 
F=11.2, df=1, 14, p<.005). 

From the time the diagnosis of severe dysl:inesia was 
made, the cohort was followed for an averege of 62 
months (range: 4 months to 15 years). The tardive 
dystonia subgroup showed the most severe symptoms 
at baseline as well as at the last rating. The mean AIMS 
total score for the entire cohort declined from 16.58 at 
baseline to 12.53 at the last rating (t=2.98, df=18, 
p<.01), which reflects a 25% improvement. Improve- 
ment varied greatly among the 19 patients, and only 
five improved by at least 5096, which is the usual 
criterion for clinically significant improvement. 


207 





SEVERE TARDIVE DYSKINESIA 


TABLE 2. Characteristics, Treatment, and Outcome of 19 Patients With Severe Tardive Dyskinesia 


Type of 
Dyskinesia 
and Patient 


Age 
Sex (years) 





Choreoathetoid 
dyskinesia 
1 


Tardive 
dystonia 
8 


10 


12 


13 


14 


15 


Blepharospasm 
16 


17 


Tardive 
akathisia 
18 


19 


ROR 


F 73 
F 73 
F 73 
F 51 
M 36 
M 36 
M 42 
F 29 
F 23 
M 44 
M 29 
M 40 
M 37 
M 29 
M 27 
F 38 
F 37 
F 56 
F 26 


DSM-III 
Diagnosis 


Major depression 


Major depression 


Major depression 


Schizophrenia, 
disorganized 


Major depression 


Bipolar disorder 


Schizophrenia, 
undifferentiated 


Schizophrenia, 
disorganized 


Bipolar disorder 


Bipolar disorder 


Schizophrenia, 
paranoid 


Schizoaffective 
disorder, de- 
pressed type 
Obsessive-com- 
pulsive disorder 


Schizoaffective 
disorder, manic 
type 
Schizoaffective 
disorder 


Schizophrenia, 
paranoid 
Schizophrenia, 
paranoid 


Major depression 


Schizophrenia, 
undifferentiated 


AIMS Score 


During Worst 
Tardive 
Dyskinesia 


13 


11 
12 


10 


26 


19 


13 


20 


21 
20 


14 


22 


18 


19 


20 


12 


19 


At Last 
Rating 


11 


11 
19 


17 


15 


16 


17 


14 


13 


Current (Best?) Medications 


Drug 


Phenelzine 
Diazepam 
Bromocriptine 
Thiothixene 


Diphenhydramine 


Haloperidol 
Ethopropazine 


Diphenhydramine 


Lithium 
Thiothixene 
Carbamazepine 
Diazepam 
Phenytoin 
Doxepin 


Diphenhydramine 


Haloperidol 
Lithium 
Haloperidol 
Lithium 
Benztropine 
Lorazepam 


Lithium 


Carbamazepine 
Lithium 
Lithium 
Haloperidol 
Clonazepam 
Haloperidol 
Biperiden 
Desipramine 


Haloperidol 
Lithium 

Temazepam 
Haloperidol 
Benztropine 
Clonazepam 


Lithium 
Molindone 


Lithium 
Diazepam 


Chlorpromazine 
Trihexyphenidyl 
Thioridazine 


Thioridazine 
Ethopropazine 
Alprazolam 


Clozapine 


Dose 


(mg/day) 


45 


Drugs Tried for Dyskinesia 
With No Benefit 


Imipramine, loxapine 


Haloperidol, amitriptyline, 
thioridazine 

Reserpine, benzodiazepines, 
choline, benztropine 


Deanol, papaverine, 
diazepam, haloperidol, 
reserpine, lecithin 

Lithium, haloperidol, 
clozapine, deanol, baclofen, 
amitriptyline, propranolol, 
lecithin 

Deanol, amantadine 


Ethopropazine, diazepam 


Clonazepam, diazepam, 
baclofen, deanol, thior- 
idazine 

Propranolol, diazepam, 
reserpine, trifluoperazine 
Reserpine, L-dopa, 
baclofen, benztropine, 
trihexyphenidyl, diazepam 
Lithium, amantadine, 
choline, benztropine, 
haloperidol, diazepam, 
chlordiazepoxide 
Amantadine, ethopropazine, 
clonazepam, amoxapine, 
loxapine 

Propranolol, baclofen, 
amantadine, choline, 
trihexyphenidyl, diphenhy- 
dramine, L-dopa, deanol 
Thioridazine, lecithin, 
lorazepam 


Haloperidol, benztropine 


Amantadine, benztropine, 
deanol, thiothixene 
Clonazepam, lecithin, 
reserpine, propranolol, 
amantadine, haloperidol, 
lithium, thiothixene 


Haloperidol, loxapine, 
lecithin, reserpine, 
clonidine, flurazepam, 
amantadine, propranolol, 
L-tryptophan, lorazepam 
Haloperidol, molindone, 
loxapine, lithium, diazepam, 
lorazepam, propranolol 
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The data on drug treatment are complex. The cur- 
rent medications, as listed in table 2, were the end 
result of numerous therapeutic trials and may be 
assumed to be the optimal drug combinations, at least 
from among the compounds that were tried. Eighteen 
of the 19 patients (95%) were taking various combi- 
nations of drugs. Fourteen patients (74%) were still 
taking neuroleptics despite their severe dyskinesia, 
because attempts to discontinue these drugs had re- 
sulted in psychotic decompensation and/or worsening 
dyskinesia. The neuroleptic dose, however, tended to 
be modest (mean=398 mg/day of chlorpromazine 
equivalents). This represents approximately a 25% 
overall decrease in neuroleptic dose since obvious 
dyskinesia had developed, but we could find no asso- 
ciation between reduction of the dose and improve- 
ment in tardive dyskinesia. Antiparkinsonian drugs 
were helpful in about half of the patients. While these 
drugs may appear to be an unusual treatment for 
dyskinesia, we found that 12 of the 19 patients had 
parkinsonian manifestations (tremor, akathisia, drool- 
ing, rigidity) at some time, while also showing dyski- 
nesia. Benzodiazepines were part of the optimal drug 
regimen in eight of the 19 cases and appeared to be 
useful adjunctive drugs. Lithium was therapeutic in 
nine patients, six of them in the dystonia subgroup. A 
number of theoretically promising compounds (e.g., 
lecithin, baclofen, propranolol, reserpine, and L-dopa) 
were not helpful to our patients; they were adminis- 
tered in an unsystematic fashion and were usually 
combined with other drugs. 


DISCUSSION 


The data we have presented need to be viewed with 
full awareness of the limitations inherent in the 
method of our study. The study was conducted in a 
clinical setting without our being able to control 
patient selection, assignment to different treatments, 
and length and frequency of assessments. The strength 
of the study may in fact arise out of its weakness; 
namely, by virtue of the clinical rather than laboratory 
method of data collection, the findings are directly 
relevant to clinical settings where tardive dyskinesia 
patients are assessed and treated. 

The 19 patients came to us over a 10-year period, 
most of them by referral from other psychiatrists; 
some were from out of state. Since we do not know the 
real “catchment area" from which the cohort was 
drawn, it is impossible to make informed statements 
about the prevalence of severe tardive dyskinesia. The 
only reasonable inference to be drawn is that severe 
tardive dyskinesia is likely to be quite uncommon; 
otherwise, we would have seen considerably more 
cases. The relative rarity of severe tardive dyskinesia 
has also been suggested in our previous work (2-4). 

The demographic characteristics of our group of 
patients with severe tardive dyskinesia were unremark- 
able, with no striking features. They contained sur- 
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prises, however, in comparison to a prior expecta- 
tions. For instance, the mean age of 42.05 years (at an 
average of 62 months after severe tardive dyskinesia 
was diagnosed) is considerably younger than would be 
expected from the literature, which unequivocally 
demonstrates that the prevalence and severity of tar- 
dive dyskinesia increases with age (5). The age distri- 
bution of the cohort (table 2) gives a hint of a possible 
bimodal distribution, with peaks in the 30s and 70s, 
although the small size of the sample makes this highly 
speculative. A preponderance of women with tardive 
dyskinesia, as suggested by the epidemiological litera- 
ture (6), was not reflected in our cohort. 

Any assumptions that patients with severe tardive 
dyskinesia tend to come from the ranks of the most 
severely ill psychiatric patients are contradicted by the 
data displayed in table 1. These patients wich tardive 
dyskinesia were not chronic and had few, relatively 
short hospitalizations. The mean age at onset of illness 
(29 years) was higher than would be expectec in severe 
psychotic illness. The neuroleptic treatment data 
showed a trend for continuous neuroleptic treatment 
in amounts that are not unusually high. 

The finding that only one or two neuroleptics were 
used for most patients was unexpected anc differs 
from Mukherjee et al.’s report (7), which found a 
significant association between number of neuroleptics 
and moderate tardive dyskinesia, but not between the 
number and mild tardive dyskinesia. It is possible that 
patients who later developed tardive dyskinesia had 
tolerated their neuroleptics better and had had a more 
reliable clinical response, so that fewer changes had 
been necessary. Alternatively, the few neuroleptics 
may be related to the few neuroleptic interruptions, 
and these two findings may have a common explana- 
tion. Since other studies (8, 9) have found an associa- 
tion between prevalence of tardive dyskinesia and 
drug-free periods, the present research suggests a mod- 
ification of that hypothesis; drug interruptions and/or 
drug-free periods may be associated with mild but not 
severe tardive dyskinesia. 

As far as diagnosis is concerned, it might be assumed 
that since most patients receiving continuous neuro- 
leptic treatment are schizophrenic, most patients with 
tardive dyskinesia are also schizophrenic. The data 
indicate that this may not be true for severe tardive 
dyskinesia. Affective disorder (unipolar and bipolar) 
patients outnumbered schizophrenic patients in the 
cohort. The diversity of diagnoses posed a problem in 
the handling of data. Schizophrenic subjects may differ 
greatly from nonschizophrenic subjects on a number of 
important variables, particularly with regard to use of 
neuroleptics. Separating schizophrenic from nonschiz- 
ophrenic subjects and analyzing data within these 
diagnostic subgroups might have revealed different 
relationships. We did not follow this procedure for 
two reasons. 1) No meaningful conclusions could be 
drawn from results obtained from a sample of only 
seven schizophrenic and 12 nonschizophrenic subjects, 
especially since there may have been double and pos- 
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sibly higher-order interactions among diagnostic, de- 
mographic, and treatment variables. 2) A more con- 
troversial issue concerns the validity of diagnostic 
classification, namely, the categorical versus dimen- 
sional nature of mental illness. Schizophrenia may not 
be a totally separate entity if mental illness is conceived 
of as dimensional, and schizoaffective psychosis and 
even bipolar disorder may be conceived of as a con- 
tinuum. If the four major diagnostic subgroups into 
which our study patients were divided interrelate in a 
complex fashion, dichotomizing patients into schizo- 
phrenic and nonschizophrenic groups might not be 
productive or particularly valid. Since this paper fo- 
cuses on tardive dyskinesia, the diagnostic issues will 
not be discussed further. The important relationships 
among diagnosis, severe tardive dyskinesia, and neu- 
roleptics need to be studied in larger samples before 
conclusions can be drawn. At this point we can only 
restate that, contrary to expectations, the majority of 
the patients with severe tardive dyskinesia had a 
diagnosis other than schizophrenia. 

The background variables suggest a profile of the 
patient with severe tardive dyskinesia which is quite 
different from that of the typical tardive dyskinesia 
patient. The modal patient with severe tardive dyski- 
nesia is young, can be of either sex, is not chronically 
ill or frequently hospitalized, is likely to be nonschiz- 
ophrenic, and has been treated with only one or two 
neuroleptics, with few or short interruptions. Severe 
tardive dyskinesia may therefore be a different disorder 
from mild tardive dyskinesia, in the sense that different 
patients develop the two disorders. Our findings point 
to the need for further research to clarify the charac- 
teristics of patients who show vulnerability to severe, 
as distinct from mild, tardive dyskinesia. 

At the onset of obvious tardive dyskinesia, the 
majority of patients were taking trifluoperazine or 
thiothixene. Since drug history data clearly docu- 
mented the extensive use of these neuroleptics, the 
frequent presence of these two drugs at the time 
tardive dyskinesia appeared may not reflect a true 
etiological relationship. Lithium was conspicuously 
absent at the onset of tardive dyskinesia in patients 
who subsequently had a severe case. Could lithium 
have prevented severe tardive dyskinesia in some pa- 
tients? Laboratory evidence suggests that lithium 
blocks neuroleptic-induced proliferation of striatal do- 
pamine receptors (10, 11). However, once tardive 
dyskinesia is manifest, lithium’s efficacy in reducing 
the severity of dyskinetic symptoms is questionable 
(12). Nevertheless, nine of our 19 patients were receiv- 
ing lithium at their last evaluation. The coadministra- 
tion of lithium to these patients probably made it 
possible to decrease their doses of neuroleptics without 
psychotic decompensation. An additional advantage of 
the use of lithium in the phase before tardive dyskine- 
sia became severe might have been amelioration of the 
affective symptoms. 

In the majority of patients, the onset of severe 
dyskinesia occurred while neuroleptics were being 
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withdrawn or doses were being reduced in an attempt 
to deal with the dyskinesia. The effect in our study 
patients was the opposite of what was intended, 
namely, the exacerbation of already existing dyskine- 
sia. We assume that dose reduction or neuroleptic 
withdrawal did not produce the severe tardive dyski- 
nesia but only uncovered it, a phenomenon analogous 
to that in covert dyskinesia (13—15). The dose reduc- 
tion or discontinuation may even have served the 
potentially useful purpose of causing earlier recogni- 
tion and therefore earlier treatment of the severe 
tardive dyskinesia. 

We made considerable efforts to document the site 
and time of first occurrence of dyskinesia. Frequent eye 
blinking, which we observed in seven of the 19 pa- 
tients, had not been reported as a possible prodromal 
sign of tardive dyskinesia. Eye-blink rates may reflect 
central dopaminergic activity (16), and there is a 
tendency for schizophrenic patients and Parkinson's 
disease patients treated with L-dopa to show elevated 
eye-blink rates (17). In view of the generally accepted 
hypothesis that tardive dyskinesia is associated with 
overactivity of the nigrostriatal dopamine system, it is 
possible that increased eye blinking is related to tardive 
dyskinesia. 

Four other patients had varied prodromal signs, 
which at the time were probably not considered early 
tardive dyskinesia but in retrospect were almost cer- 
tainly the first manifestations of it. In fact, one may 
think of prodromal signs as missed early indications 
that only become clinically significant after the disor- 
der is clearly evident, whereas early signs of tardive 
dyskinesia are usually recognized immediately as such. 
The obvious corollary is to regard eye blinking and 
unusual jerky movements, even if infrequent and sub- 
tle, as possible early signs of tardive dyskinesia in a 
patient treated with neuroleptics. 


Clinical Subtypes 


Tardive dystonia was the salient movement disorder 
in eight of the patients with severe tardive dyskinesia. 
It may be defined as a neuroleptic-induced, late-onset, 
persistent movement disorder consisting of sustained 
involuntary twisting movements affecting the limbs, 
trunk, neck, or face (18). The differentiation between 
chorea, athetosis, and dystonia in tardive dyskinesia 
patients is often difficult, because many patients show 
mixtures of several types of dyskinetic movements at 
the same time and because intermediate forms exist 
between tics and grimaces or between choreiform and 
dystonic limb movements. The much younger age and 
the predominance of men in our tardive dystonia 
group, in comparison to patients with other types of 
tardive dyskinesia, are in agreement with the literature 
(18, 19). 

Current treatment of tardive dystonia is unsatisfac- 
tory (18—21). In our series, low to moderate doses of 
neuroleptics were found to be a necessary evil: without 
them decompensation was frequently seen. Tetraben- 
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azine, which is not available in the United States, and 
high doses of centrally acting antimuscarinic anticho- 
linergic agents, primarily trihexyphenidyl, have been 
cited in the literature as potential therapeutic agents 
for dystonia (18, 19, 21); however, any improvement 
may prove to be temporary (22). Bromocriptine, a 
dopamine agonist, is the latest compound that shows 
promise in the treatment of dystonia (23). The partic- 
ular treatment refractoriness of tardive dystonia and 
the underlying neuropharmacological differences be- 
tween it and choreoathetoid dyskinesia are incom- 
pletely understood. 

Blepharospasm was the major symptom in two 
patients. More typical choreathetoid features were also 
present; however, it was blepharospasm that caused 
distress and impaired functioning. It interfered with 
driving and reading and led to avoidance of social 
activities. Patients with the blepharospasm may be 
afflicted with a subtype of tardive dystonia that is 
restricted to the eyes. Another hypothesis is that these 
patients have a neuroleptic-induced version of Meige’s 
or Brueghel’s syndrome, a spontaneous extrapyrami- 
dal disorder consisting of blepharospasm and oroman- 
dibular dystonia (24). The differentiation of Meige’s 
syndrome from tardive dyskinesia is at times excep- 
tionally difficult and may require pharmacological 
probes (25). From our two cases, little can be said 
about treatment approaches, but the positive response 
of one patient to chlorpromazine and trihexyphenidyl 
and of the other to thioridazine is consistent with the 
hypothesis that in Meige’s syndrome overactivity of 
both the dopaminergic and the cholinergic systems 
may be present (26). 

We labeled the dyskinetic syndrome in two of our 
patients tardive akathisia because akathisia dominated 
the clinical picture. As Stahl (27) pointed out, how- 
ever, akathisia is a confusing concept, with some 
features of an extrapyramidal as well as a mental 
disorder. Similarly, the concept of tardive akathisia is 
subject to varying definitions, including the notion that 
it is a variant of tardive dyskinesia and may not be a 
separate entity. A good deal of controversy also sur- 
rounds the question of the presence or absence of 
subjective distress (27—29), and it appears premature 
to attempt to distinguish subtypes of akathisia on that 
basis. 

Akathisia in the initial stages of neuroleptic treat- 
ment may respond to anticholinergic and antihistamin- 
ic drugs (27), benzodiazepines (30), propranolol (31), 
or clonidine (32), but usually not as readily as drug- 
induced parkinsonian symptoms do. Akathisia that 
occurs late in neuroleptic therapy, with or without 
tardive dyskinesia, tends to respond less well to these 
compounds. It was gratifying to see our two patients 
with akathisia show marked improvement with 1) 
clozapine and 2) a combination of low doses of 
thioridazine, alprazolam, and ethiopropazine. Little 
can be concluded on the basis of two cases, but we 
gained the impression that tardive akathisia may be 
reversible. 
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CONCLUSIONS 


The cohort as a whole showed mild improvement 
after an average of 62 months. This finding can be 
viewed as encouraging or disappointing, depending on 
a priori expectations. Five patients improved markedly 
and no longer showed severe dyskinesia. Thus, 26.3% 
of our patients with severe tardive dyskinesia were 
effectively treated, leaving the remaining 14 patients 
(73.7%) disabled even after our best efforts. However, 
some of these patients had improved between their 
baseline rating and their last rating and may continue 
to do so, which makes the prognosis of even the worst 
cases of dyskinesia far from hopeless. 

The treatment methods we used are best character- 
ized as empirical and clinically oriented. We found that 
therapeutic approaches based on contemporary neuro- 
pharmacological principles (e.g., increasing striatal 
cholinergic or GABA-ergic influences and/or reducing 
dopaminergic activity) were often interrupted because 
of psychotic relapse, ineffectiveness, or parkinsonian 
manifestations. Innovative treatments such as pro- 
pranolol, baclofen, and receptor sensitivity modifica- 
tion were mostly unsuccessful with this group, but we 
were unable to administer these in a carefully con- 
trolled way. Somewhat to our surprise, and without 
intending to practice polypharmacy, we found our- 
selves treating most patients with an apparently opti- 
mum balance of combinations of neuroleptics, lithium, 
benzodiazepines, and anticholinergic antiparkinson 
drugs. It would be foolhardy to attempt to provide a 
rational explanation for the contribution of each drug, 
and of their interactions, to any overall therapeutic 
effect. Our ignorance of the mechanism of antidyski- 
netic effects is hardly surprising in view of the scant 
knowledge about the pharmacology of tardive dyski- 
nesia, not to mention severe tardive dyskinesia. 

The varied diagnoses of our patients may also have 
contributed to the variety of treatments administered. 
In particular, the use of lithium in about half of the 
patients was probably more closely related to its 
therapeutic efficacy for affective symptoms than for its 
effect on dyskinesia. Whether schizophrenic patients 
with severe tardive dyskinesia fare better than similar 
patients with affective or other nonschizophrenic diag- 
noses needs to be determined in future studies with 
larger samples. 
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The Psychiatrist and Solvent-Inhalant Abuse: 
Recognition, Assessment, and Treatment 


Joseph Westermeyer, M.D., Ph.D. 


Solvent-inbalant abuse, existent for a century, bas 
been gradually increasing in several sectors of our 
society over the last few decades. This form of 
substance abuse involves a variety of 
pharmacological agents as well as several target 
groups at risk. A key strategy for effective 
intervention is early recognition in clinical as well as 
other settings. Psychiatrists should appreciate the 
clinical manifestations of these substances because 
they often appear in psychiatric settings. Assessment 
and treatment of tbe solvent-inbalant abuser must 
take into account the special pharmacological, 
demographic, and ecological factors associated with 
this particular form of substance abuse. 

(Am J Psychiatry 1987; 144:903—907) 


R eports on volatile-inhalant abuse have focused on 
clinical description and acute care of emergent 
complications (1—6). The course of this disorder is a 
source of confusion. Some authors (2, 7) have viewed 
it as a disabling, life-threatening problem, but others 
(8, 9) have emphasized the experimental, benign na- 
ture of solvent-inhalant recreational use. “Controlled 
use" of the "less dangerous" solvent-inhalants has 
even been recommended (9). Although several million 
Americans have used this class of drugs for recre- 
ational purposes, relatively few texts on substance 
abuse even mention the category of solvent-inhalant 
abuse (10). 

To remedy this problem, I searched the medical 
literature by available computer methods; this search 
was supplemented by my own collection of relevant 
articles over the last two decades. I scanned my 
experience with solvent-inhalant abusers over the last 
25 years, with special consideration of 99 young 
patients with a history of solvent-inhalant use, out of a 
total of 305 young substance abusers whom I had seen 
over the last 4 years in Minnesota. Participation in a 
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World Health Organization working meeting on sol- 
vent-inhalant abuse in 1986 provided an opportunity 
to review and consider current notions about this 
problem. Tobacco and cocaine, which can be inhal- 
ants, are well addressed in the literature and so are not 
included here. 


NERVOUS SYSTEM AND OTHER MEDICAL 
COMPLICATIONS 


CNS impairment from the solvent-inhalants gener- 
ally clears in minutes to a few hours. Acute patholog- 
ical intoxication, delirium, accidents, assault, or sui- 
cide attempts can be observed during the intoxication 
stage. Chronic encephalopathies have been reported 
from lead-containing gasolines (11), toluene (12), and 
house paint (13). Rarely, seizures have occurred (14), 
but these are uncommon and may be due to a variety 
of causes, including hypoxia, withdrawal, a low pre- 
existing seizure threshold, or focal neurological dam- 
age. Hearing loss and visual impairment have been 
reported with a variety of compounds, including tolu- 
ene, paint, printing fluid, and petroleum products (12, 
15-17). 

Solvents have been observed to produce a clinical 
picture resembling glomerulonephritis (18, 19) as well 
as distal renal acidosis (20). Offending agents include 
cleaning solvents, various other chlorohydrocarbons, 
paint, ánd glue. Concurrent alcohol abuse may exac- 
erbate organ damage, especially in the liver. As with 
alcohol, bone marrow suppression can develop. Local 
irritation can produce sinusitis, rhinitis, nasal mucosal 
erosions, epistaxis, laryngitis, and tracheobronchitis 
(21). These problems usually resolve after some weeks 
of abstinence. 

Sudden death in solvent-inhalant abusers can occur 
by a variety of mechanisms. Asphyxiation may result 
from using a bag over the head to inhale the drug or by 
aspiration of gastric contents (22, 23). Other mecha- 
nisms include cardiac arrhythmia, respiratory arrest, 
and liver failure (24—26). 


POPULATIONS AT RISK 


Adults at risk for solvent-inhalant abuse include 
those whose work brings them into contact with 
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solvent-inhalants, such as shoemakers (27), sandal 
makers (28), cabinetmakers (29), and printers (30). To 
this list, I would add hair stylists; janitors and main- 
tenance workers; painters; people working in gas 
stations and car, motorcycle, or bicycle repair shops; 
workers in dry cleaning establishments; and those 
involved in the refinement of petroleum products or 
the manufacture of products containing solvent-inhal- 
ant substances. Increased availability of other solvent- 
inhalants in the workplace has led to increased report- 
ing of solvent abuse cases over the last half-century 
(31, 32). Medical workers for more than 100 years 
have been at risk for abuse of ether (33—35), chloro- 
form (36, 37), trichloroethylene (38, 39), and, more 
recently, halothane, at times with fatal results (40). 

Children and adolescents are at risk in any commu- 
nity (8) but are most at risk in communities with 
widespread unemployment, poverty, marital and fam- 
ily disruption, substance abuse among adults, commu- 
nity disorganization, minority status, negative self- 
image, limited recreational outlets, and/or absence of 
adult supervision for sports and hobbies (7, 41—45). 
Young students away from home in boarding schools 
may be at risk for epidemic use (46). Young users are 
usually 7 to 19 years old, but use has been reported in 
children as young as 4 to 6 years (47, 48). Youthful 
abusers obtain solvent-inhalants from the home, 
school, grocery stores, hobby stores, hardware stores, 
gas stations, paint stores, institutional cleaning supply 
stores, and gas tanks (cars, motorcycles, tractors, chain 
saws, unattended machinery). They have abused gas- 
oline, glue, naphtha, paint, lighter fluid, nail polish 
remover, clothing spot remover, marker pens, deodor- 
ants, kerosene, aerosol cans (e.g., food, spray paint, 
hair spray), typing correction fluid, gas jets in school 
science laboratories, nitrous oxide (used to enhance 
acceleration in racing vehicles), lacquer thinner, trans- 
mission fluid (toluene), gun cleaning solvents (in Army 
recruits), and fire extinguishing agents (49—53). Re- 
ports of childhood sniffing go back more than 25 years 
(54). Since that time solvent-inhalant abuse has shifted 
to larger numbers of older adolescents and even adults 
(55, 56). 

The psychiatrist should consider the possibility of 
solvent-inhalant abuse in special patient populations. 
Crites arid Schuckit (57) recommended routine inquiry 
regarding solvent-inhalant abuse with “all adolescents 
in trouble." Mentally retarded adolescents and young 
adults at risk include not only those whose mental 
retardation predated the substance abuse (6, 58) but 
also those in whom solvent-inhalant abuse produced 
the mental retardation (59). Uremic patients undergo- 
ing hemodialysis have become addicted to the dena- 
tured ethyl alcohol used to clean the skin and dialysis 
equipment (60). Over-the-counter nasal inhalants con- 
taining stimulant vasoconstrictors have also been 
abused (61—63). Some homosexuals have sniffed amyl 
and butyl nitrite to relax inhibitions, delay ejaculation, 
and relax the anal sphincter during penile penetration. 
Typical users sniff nitrites a few to dozens of times on 
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any one occasion (64). Substance abusers from lower 
socioeconomic backgrounds have abused industrial 
solvents when unable to purchase more expensive 
drugs (65, 66). Substance abusers incarcerated in jails, 
workhouses, and prisons—deprived of their drugs of 
choice—abuse solvent-inhalants (67—69). This can 
also occur in other isolated settings, such as Army 
barracks and Navy ships. 

Solvents can be also taken by ingestion. Spray 
disinfectant, hair spray, and chloroform have been 
diluted and ingested along with beer or mixer (70, 71). 


CLINICAL ASSESSMENT 


Family assessment is critical in the case of child, 
adolescent, and mentally retarded solvent-inhalant 
abusers. Common factors in these families include 
many young children in the family, a single parent, 
parental substance abuse (including solvent-inhalant 
abuse), and parental mental retardation, mental disor- 
der, or personality disorder (68, 72, 73). Child abuse 
or neglect should be considered and ruled out. 

Patients often take a variety of solvent-inhalants or 
misidentify them (50); therefore, collateral informa- 
tion should be sought to confirm the history as ob- 
tained from the patient. Laboratory analysis of the 
substance may be needed. 

Patients should be assessed for damage to the CNS, 
peripheral nervous system, kidneys, liver, lungs, heart, 
and bone marrow (74). Nutritional deficiency, infec- 
tions of the respiratory tract and urogenital systems, 
and trauma may result from inadequate self-care and 
poor judgment (10). Children and adolescents may 
manifest declining school performance, less interest in 
and skill at sports, or incorrigibility (41). Employees 
often produce less, alienate their co-workers, and 
injure themselves. Homosexuals may be less discerning 
or more promiscuous in seeking sexual partners while 
using inhalants, thus exposing themselves to the risk of 
violence, venereal disease, or acquired immune defi- 
ciency syndrome (AIDS). Pregnant women can induce 
a fetal solvent-inhalant syndrome in their offspring 
(75). 

Physical examination may provide evidence of re- 
cent use. Glue, white flecks of typing correction fluid, 
or other substances may be noted about the nose or 
mouth, on the hands, or on the clothes. Inflammation 
or erosions of nasal membranes or discharge from the 
paranasal sinuses may be observed. Depending on the 
type of solvent-inhalant drug and the duration of use, 
there may be peripheral nervous system findings or 
signs of intoxication, withdrawal, or CNS damage. 

Specific biological tests for most solvent-inhalants 
are not widely available, a fact that may lead to an 
increase in use of these agents in this era of urine 
monitoring outside of medical auspices. An exception 
is tetraethyl lead gasoline: the lead can be demon- 
strated in the chronic abuser by basophilic stippling of 
the red blood cells, increased lead levels on 24-hour 
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urine testing, or increased erythrocyte protoporphyrin 
level (76). Psychometric testing of solvent-inhalant 
abusers can be useful in demonstrating impaired mem- 
ory and attention span, poor concentration, cerebellar 


dysfunction, or impairment of nonverbal intelligence 
(77). 


TREATMENT 


In one study of 105 young gasoline abusers (78), 12 
of the subjects were seen clinically on four or more 
occasions with repeated gasoline sniffing. Another 
follow-up study of adolescent glue sniffers (79) found 
that a substantial minority abused other drugs, com- 
mitted criminal acts, and were unemployed. Solvent- 
inhalant substances are well-known as stepping stones 
to subsequent abuse of other drugs (7, 48, 66, 80-82). 
These data suggest that adequate treatment, with 
long-term care and monitoring, should be provided. 

Most hepatic, renal, hematopoietic, pulmonary, and 
even CNS damage from solvent-inhalants is repaired 
with abstinence and time alone. Incomplete recovery 
or even permanent disability can result if detection and 
treatment are delayed (83). If lead poisoning is present, 
chelating agents (penicillamine, dimercaprol [British 
anti-lewisite]), should be administered to hasten excre- 
tion. 

Withdrawal symptoms associated with chronic, 
heavy use of solvent-inhalants consist of tremulous- 
ness, tachycardia, disorientation, hallucinations, delu- 
sions, seizures, and agitation. These symptoms begin 
within hours or a few days after cessation of use. 
Patients usually respond to a long-acting sedative drug 
(such as phenobarbital or diazepam), given in doses 
sufficient to produce a calm, seizure-free state. The 
medication is then withdrawn over a 5—10-day period. 

Chronic seizures may develop in patients who have 
abused neurotoxic agents over months or years. Med- 
ications with low abuse potential, such as diphenyl- 
hydantoin, should be prescribed. If the patient remains 
stable and the EEG returns to normal, it may be 
possible to withdraw the antiseizure medication after 
several months to see whether the seizures resume. 

Helping the patient establish and maintain absti- 
nence is accomplished by reducing access to the sol- 
vent-inhalant. In 1985 (76), it was reported that 
several children who were unable to maintain absti- 
nerice in their own disorganized family setting stopped 
the practice when placed in supervised foster homes. 
Milieu changes can include changing school, friends or 
playmates, community of residence, or occupation, as 
in the case of Mr. A. 


Case 1. Mr. A, a 28-year-old hair stylist, came for medical 
treatment for shortness of breath. His breath sounds were 
reduced, his exercise tolerance was poor, and his chest X-ray 
showed bilateral diffuse granulomatous pulmonary change. 
He stated that he had been inhaling hair spray at work over 
the previous several years. During a 6-week treatment period 
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and leave of absence from work, he was able to cease all 
inhalant use. His pulmonary status showed mild improve- 
ment. On return to work, however, he could not restrain 
himself from again inhaling hair spray. A job change was 
recommended, and he obtained training as a barber. In this 
occupation, he was able to avoid hair spray use znd recov- 
ered from his substance abuse. 


Once abstinence is achieved, the clinician must be 
concerned with helping the patient cope with and 
adjust to life while abstinent. Unless changes are 
undertaken in the patient's family or social milieu, 
recurrence is likely. The following case provides an 
example. 


Case 2. Bryan, a 16-year-old student, came for :reatment 
complaining of fatigue, trouble with concentration and 
memory, decline in grades, and inability to ma:ntain his 
former skill at sports. Since his liver was enlarged and results 
of urinalysis were abnormal, serological tests for hepatic and 
renal function were obtained. The results of these tests were 
markedly abnormal. Although he had denied substance 
abuse, when presented with these data Bryan admitted to 
increasing sniffing of gasoline, kerosene, and clearing sol- 
vents over the previous 2 years. The family agreed to clinical 
monitoring of his laboratory findings and they we-e willing 
to ensure his abstinence from solvents, but thes refused 
family counseling for themselves or admission to a drug 
treatment program for the patient. The patient discontinued 
his solvent abuse but came for treatment 3 years later at age 
19 for cannabis and alcohol abuse. 


Various psychotherapies, sociodrama, vocational re- 
habilitation, and other approaches can be usec to treat 
solvent-inhalant abuse, depending on local resources 
(84). It may be necessary to treat ensuing panic, mania, 
paranoia, organic brain syndrome, sexual dysfunction, 
major depression, and other psychiatric conditions 
(85). A holistic approach to the patient facilitates full 
recovery, as in the case of Ms. C. 


Case 3. Ms. C, a 44-year-old woman employed in a 
cleaning establishment, complained of increasing fatigue, 
somnolence, tremor, and lack of coordination. Her liver was 
enlarged and tender, and results of hepatic serological tests 
were markedly abnormal. She readily admitted to carbor 
tetrachloride inhalation at work over the previous f2w years. 
with a marked increase in the frequency of sniffing over the 
last several weeks. Following the early phase of abstinence 
she manifested symptoms of a major depression, which 
increased in severity over a 4-week period despite improve- 
ments in her hepatic function. Antidepressant medication 
and weekly psychotherapeutic sessions were initiated. Sub- 
sequently, she made an uneventful recovery and was able to 
return to work at the cleaning establishment, in a position 
that did not involve exposure to solvents. 


Enhancing personal and ethnic self-identity has been 
suggested as an intervention strategy in minoritv com- 
munities (86-88). If a particular solvent-inha!ant is 
being abused during an epidemic, it may be possible to 
add a noxious agent to the substance, such as mustard 
oil, horseradish essence, or another benign nauseant 
(42, 53, 89). In one state the law mandates the addi- 
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tion of sulfur dioxide to industrial nitrous oxide (90). 
Legislation regarding aerosol propellants should be 
considered if the public’s health warrants it (91). 
Creative social approaches during epidemics among 
children and adolescents have included instituting rec- 
reational and sports programs, hiring counselors, re- 
ducing the adult-to-child ratio in institutional settings, 
involving community police officers, and obtaining 
volunteers from nearby professional schools (45, 
92-94). 

Innovative approaches are also necessary in manag- 
ing nitrite inhalant abuse by homosexual patients. One 
educational approach consists of providing instruction 
on alternate means for achieving the same objective, 
such as squeezing the erected glans penis in order to 
delay premature ejaculation or self-relaxation methods 
to relieve social phobia, as in the case of Mr. D. 


Case 4. Mr. D, a 22-year-old waiter who had tested 
positive for human T-lymphocyte virus (HTLV), was re- 
ferred for treatment due to inability to cease amyl! and butyl 
nitrite abuse (up to 100 “hits” between Friday and Sunday). 
He had tried to do so but experienced premature ejaculation 
during sexual activity while abstinent. When he resumed 
nitrite abuse, he also resumed promiscuous sexual activity— 
a practice he was trying to stop. A homosexual self-help 
group was valuable in supporting his recovery. He did not 
develop AIDS, and he responded to treatment for his nitrite 
abuse, premature ejaculation, and compulsive sexual promis- 
cuity. A key step in his treatment consisted of abstinence 
from all drugs and alcohol, since any substance use resulted 
in return to nitrite abuse. At first he was unwilling to give up 
use of alcohol and cannabis. In time he appreciated that he 
had to maintain abstinence from all recreational drugs. 
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Assault Experiences of 100 Psychiatric Inpatients: 
Evidence of the Need for Routine Inquiry 


Andrea Jacobson, M.D., Ph.D., and Bonnie Richardson, M.D. 


The authors obtained complete histories of all 
experiences of being physically or sexually assaulted 
from 100 psychiatric inpatients, using a structured 
interview with well-defined assault scales and a 
detailed inquiry into circumstances surrounding the 
assault. The majority (81%) of patients had 
experienced major physical andlor sexual assault. 
The circumstances associated with the assaults, the 
patients’ perceptions of the effects of the assaults, 
and previous therapists’ lack of awareness of the 
assaults are discussed. On the basis of these findings 
the authors recommend routine inquiry into patients’ 
assault history. 

(Am J Psychiatry 1987; 144:908—-913) 


sychiatrists rarely ask patients whether they have 
been physically or sexually assaulted, despite the 
last decades of research on child abuse, spouse abuse, 
sexual molestation, incest, and rape (1—3). One of us 
(A.].), wondering how much of this history was being 
missed, began to ask patients routinely whether they 
had ever been assaulted. The amount of history that 
emerged on questioning suggested that the prevalence 
of assault experiences might be high enough to justify 
routine inquiry. This study was designed to determine 
in a more rigorous way the prevalence of experiences 
of physical and sexual assault in an inpatient popula- 
tion and to consider the value of routine inquiry. 
Previous studies have varied in their findings of 
prevalence of assault history reported among psychi- 
atric patients. For example, regarding sexual assault of 
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children, Lukianowicz (4) suggested a prevalence of 
4% for incest among psychiatric patients but noted 
that many cases may have been missed. Rosenfeld (5) 
reported a prevalence of 33% for incest among ado- 
lescent patients but had a sample of only 18 patients. 
Husain and Chapel (6) reported that 14% of a large 
sample of adolescent inpatient girls reported verifiable 
incest in response to specific questioning, but they did 
not include data on sexual assault outside the family or 
assault not involving intercourse within the family. 

Carmen et al. (7) reported a chart review of 188 
adolescent and adult inpatients in 1984. Retabulation 
of their data produces a prevalence of 20% for child- 
hood and/or adult sexual assault and a prevalence of 
35% for childhood and/or adult physical assault. 
Overall, 43% of their sample had experienced physical 
and/or sexual abuse, and another 7% were suspected 
to have been abused. However, this study did not 
distinguish childhood from adult experiences, al- 
though it is reasonable to expect that childhood and 
adult assault experiences may have different develop- 
mental effects as well as different effects on therapeutic 
relationships. 

There are methodological difficulties with the cur- 
rent literature on the prevalence of assault experiences. 
Standardized scales have not been used in many stud- 
ies. Chart reviews have been the primary method of 
gathering data, but assault history in particular is 
probably underestimated by this method because pa- 
tients may be reluctant to volunteer such information. 
In some studies the population sampled was so specific 
that the results cannot be generalized to the adult 
psychiatric population. Adolescent and preadolescent 
girls, for example, are at maximum risk for incest (5). 
Calculating a prevalence rate of sexual assault over the 
entire period of childhood based on adolescent preva- 
lence rates would generate an inflated prevalence rate 
for childhood sexual assault. 

In addition to the lack of information on the prev- 
alence of specific types of assault, such as sexual 
assault during childhood, there is also a lack of infor- 
mation on the co-occurrence of two types of assault 
history, such as physical assault during childhood and 
sexual assault during adult life. The study of Carmen 
et al. (7), the broadest study of assault experiences 
among psychiatric patients, reported that 12% of their 
sample had experienced both physical and sexual 
assault (data retabulated), but the relationship be- 
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tween childhood and adult assault cannot be deter- 
mined from their data. 

Some studies focused primarily on type and amount 
of assault and provided no information on such vari- 
ables as secrecy surrounding the assault, involvement 
of other family members, alcohol or drug use, and the 
patient’s perception of the effects of the assault. 

In the study presented here, patients were inter- 
viewed directly and at length about assault experi- 
ences. We wanted to be able to describe not only the 
events of the assaults and the identity of the assailants 
but also other characteristics of the assault relationship 
that appeared relevant to psychiatric treatment, and 
we wanted data about the occurrence of different kinds 
of assault in the same patient. 


METHOD 


All subjects were psychiatric inpatients at a large, 
university-affiliated county hospital, and all were ad- 
mitted during a 2-month period. The sample consisted 
of the first 100 patients over 18 years old (50 men, 50 
women) who were stabilized, agreed to participate 
after the nature of the study had been explained, and 
completed adequate interviews. Two hundred thirty- 
seven patients were eligible for the interviews. Seventy 
patients were not approached for the interview be- 
cause of very brief admissions, transfer before stabili- 
zation, absconding from the hospital, discharge 
against medical advice, or administrative error. Fifty- 
four patients refused to participate. Thirteen of the 
patients who participated gave invalid interviews. 
Overall, 100 valid interviews were obtained from 
among 237 eligible patients. 

The chart diagnoses of the patients interviewed 
included affective disorders (32%), schizophrenia and 
other psychoses (29%), personality disorder and sub- 
stance abuse (17%), and other diagnoses, including 
adjustment disorders, neuroses, and anorexia (22%). 
These diagnoses were representative of all patients 
admitted to the psychiatric services, except for an 
undersampling of patients with schizophrenic diag- 
noses (29% in the sample interviewed versus 42% in 
the total sample admitted). 

The majority of the patients interviewed were white 
(81%), and most of the rest were black (18%). The 
median age was 29 (range=18~75 years). Half of the 
patients in the sample had never married; the remain- 
der were about evenly divided between currently mar- 
ried and previously married. The median educational 
attainment was high school graduation, but since 4096 
of the sample had never worked or were unskilled, the 
social status (Hollingshead and Redlich) of the patients 
clustered in classes IV and V (6496 of the sample). 

A highly detailed semistructured interview, the Phys- 
ical and Sexual Assault Experiences Interview, was 
developed for this study. A wide variety of kinds of 
physical and sexual assault were categorized into four 
types of assault. 1) Physical assault as a child included 
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child abuse and physical abuse by peers. 2) Physical 
assault as an adult included abuse by a spouse and 
assault and battery. 3) Sexual assault as a child in- 
cluded incest, child molestation, and sexual abuse by 
peers. 4) Sexual assault as an adult included marital 
rape, rape, and sexual assault other than rape. Ques- 
tions about verbal assault were not included in the 
interview. 

Levels of severity of assault were defined by assault 
scales. The 10-item physical assault scale was modified 
slightly from Straus’s Conflict Tactics Scales (8). The 
15-item sexual assault scale was based on several 
previous scales (9, 10). Both the physical and the 
sexual assault scales contained major assault subscales, 
consisting of the most severe levels of assault. Major 
physical assault ranged from “kicked, bit or hit with 
fist," through “burned you” and "beat you up,” to 
“used a knife or gun on you.” Major sexual assault 
included all acts involving physical contact with the 
genitals of the victim and/or the assailant: forced 
touching of genitals, forced oral sex, and forced vagi- 
nal or anal intercourse (and attempted intercourse). 

An assault relationship was defined as all assaultive 
acts of a specific type (physical assault as a child, 
physical assault as an adult, sexual assault as a child, 
or sexual assault as an adult) that the patient experi- 
enced with a specific assailant, without regard for 
number of episodes or duration of relationship. Phys- 
ical assault as an adult, for example, could range from 
being hit with a fist once to having been beaten up on 
many occasions over a period of years. 

Each of the four assault types was inquired about 
separately. The interviewer used the appropriate as- 
sault scale as a probe to ask about possible assault 
relationships. A maximum of four assault relationships 
per assault type were described according to occur- 
rence of each level of assault on the assault scale. 
Experiences before the age of 16 were classified as 
childhood experiences. In the inquiry regarding phys- 
ical assault as a child, fighting that was “normal kid 
stuff," as determined by patient and interviewer, was 
excluded. Similarly, consensual sexual activity be- 
tween children of similar ages was excluded from the 
category of sexual assault as a child. 

One assault relationship of each type was examined 
further by using a detailed series of questions, such as 
the relationship with the assailant, alcohol or crug use, 
involvement of other family members, maintenance of 
secrecy about the assault, discussion of assault in 
previous therapy, and perceived effects of the assault. 
If a patient had experienced more than one assault 
relationship of a given type, one assault relationship 
was chosen by the patient as “the most important" for 
the more detailed inquiry. 

Two medical students were trained by one of us 
(A.J.) and closely supervised during data gathering. 
Subjects and interviewers were matched for gender. 

Patients were referred by the ward staff when they 
were considered stabilized enough to participaze in the 
interview. The interviewer specified the subject matter 
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of physical and sexual assault and obtained informed 
consent. Interviews were held in private rooms and 
took 15—75 minutes, depending on the amount of 
history elicited. Demographic data were obtained first. 
The inquiry regarding physical assault as a child was 
followed by inquiries regarding physical assault as an 
adult, sexual assault as a child, and sexual assault as an 
adult. Interviews were well tolerated. All subjects had 
access to ward therapists after the interviews. 

Patients were interviewed as close to discharge as 
possible to decrease the likelihood of obtaining delu- 
sional material; the median number of days before 
discharge for the interviews was 3—4 days. Attention was 
paid to face validity of each interview. The specificity and 
structure of the detailed inquiries about interpersonal 
circumstances tested the patient's capacity to give a very 
detailed account of the assault, and the length of the 
inquiry permitted evaluation of responses for internal 
consistency. Thirteen interviews were discarded because 
of vagueness, hostile denial of all inquiries, or apparent 
inconsistencies. Because of both confidentiality and con- 
cern for patients’ safety, no attempts were made to 
obtain confirmatory data from other sources. 


RESULTS 


Major physical and/or sexual assault history was 
reported by 8196 of the patients. Among the 81 
subjects who had experienced major assault, 49 (60%) 
had experienced two or more different types of assault. 
Eighteen (22%) had experienced either three types or 
all four types. 

Prevalence rates were calculated for each of the four 
major types of assault by gender and for the entire 
sample (table 1). Some patients reported more than 
one type of abuse. The combined prevalence of child- 
hood physical and/or sexual assault was 57%; the 
prevalence of adult physical and/or sexual assault was 
6796. The combined prevalence for childhood and/or 
adult physical assault was 76%. The prevalence of 
childhood and/or adult sexual assault was 3596. The 
only significant gender difference in prevalence rates 
was for a history of sexual assault as an adult, reported 
by 38% of the women but only 4% of the men (table 
1). 
The four types of major assault were analyzed in 
pairs for occurrence in the same patients by using 
corrected chi-square analyses. Physical assault as an 
adult and sexual assault as an adult tended to occur 
together among women patients (x?=4.11, df=1, 
p<.05). However, this is largely accounted for by 
adults in relationships that involved both physical and 
sexual assault, and not by adult women experiencing 
physical and sexual assault with different assailants. 
There was a trend for patients who experienced phys- 
ical assault as a child to have also experienced physical 
assault as an adult (42—3.68, df=1, p<.10). No other 
significant associations were noted, either by gender or 
for the entire sample. 
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TABLE 1. Prevalence of Four Types of Major Assault Reported by 
100 Psychiatric inpatients 








Women Men Total 
(N=50) (N=50} (N=100) 
Type of Assault N % N 9? N % 


Physical abuse as a child 22 44 27 54 49 49 
Physical abuse as an adult 32 64 31 62 63 63 


Sexual abuse as a child 11 22 8 16 19 19 
Sexual abuse as an adult 19° 38 2 4 21 21 


Significantly more women than men (x?=15.42, df=1, p<.01). 


The prevalence of certain circumstances of assault 
and certain perceived effects of assault among the 81 
patients who had experienced major assault are pre- 
sented in table 2. Among the 40 patients who said the 
assault had major effects on their current functioning, 
the majority of the effects were negative, such as 
decreased self-esteem and avoidance of sexual relation- 
ships. A few reported increased self-reliance or efforts 
not to abuse their own children. Although substantial 
numbers of each type of assault had gone unrevealed, 
men’s experiences of sexual assault as a child were 
particularly likely not to have been revealed to anyone: 
five of the eight men who had experienced such assault 
had never revealed it to anyone; two of the three men 
who had previously revealed it had not done so in 
previous therapy. At the time of the interview, 16 of 
the patients who had been assaulted in any way said 
they had some kind of permanent physical damage or 
scar from an assault. 

Seventy-seven relationships involving physical as- 
sault as a child were reported (some patients reported 
more than one such relationship). The majority of 
assailants (43 of 77, or 53%) lived in the same home as 
the assaulted patient. Similarly, the majority of assail- 
ants involved in physical assault as an adult (female 
victims only) (25 of 45, or 56%) shared the home with 
the victim. A minority of the assailants involved in the 
other types of assault—physical assault as an adult 
(male victims only) (12 of 53, or 23%), sexual assault 
as a child (four of 23, or 17%), and sexual assault as 
an adult (six of 26, or 23%)—lived in the home. 
Assaults in institutions were not separately tabulated. 


DISCUSSION 


Eighty-one percent of the patients interviewed re- 
ported at least one major assault experience. The 
prevalence for each of four specific subtypes of assault 
ranged from 19% to 63%. The prevalence rates found 
in this study are substantially higher than those sug- 
gested in the literature. Carmen et al. (7), for example, 
reported an overall prevalence of assault experience of 
43%. Their prevalence rates for combined childhood 
and adult sexual assault and for combined adult and 
childhood physical assault were also approximately 
half of the prevalence rates noted here. 

We suspect that part of the reason our prevalence 
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TABLE 2. Specific Characteristics of Major Assaults Reported by 
81 Psychiatric Inpatients 





Patients Reporting 





Characteristic? 

Characteristic N % 
Occurred within 3 years before current 

hospitalization 39 48 
Lasted at least 2 years 36 44 
More than 20 episodes 40 49 
Involved a male assailant 78 | 96 
Involved a female assailant 20 25 
Alcohol or drug used by assailant, 

patient, or both? 41 $1 
Caused major guilt or shame at time of 

occurrence 53 65 
Was never revealed to anyone" 22. -27 
Was not revealed to previous therapists? 40 49 
Still causes major guilt or shame? 16 20 
Has major effect on patient's current life, 

according to patient? 40 49 





"Each patient had experienced at least one major assault with the 
specified characteristics. 
Since only a subset of major assault was examined with respect to 
these characteristics, these data underestimate the total prevalence 
of exposure to assault with these characteristics. 


figures are so high is that patients were asked directly 
about assault experiences. In many previous studies, 
chart review data were used. Since most clinicians do 
not routinely inquire about assault, charts mention 
only those assaults which the patient spontaneously 
discusses or, occasionally, that collateral sources de- 
scribe. Assaults that patients are hesitant to discuss are 
usually missed. Also, our severe assault scales included 
some patients that other studies excluded. For exam- 
ple, completed intercourse, attempted intercourse, and 
forced genital contact were included in our major 
sexual assault scale, whereas other studies included 
only completed intercourse (5) or did not specify the 
severity of sexual assault reported. 

Interviews were conducted by medical students, 
whose interviewing skills, compared with psychia- 
trists’, are limited. The structure of the interview 
tended to reduce false-positive histories, as did careful 
review of the interviews by one of us (À.].). However, 
any false-negative history due to less expert elicitation 
of sensitive history went undetected. For example, the 
very low prevalence of adult sexual assault acknowl- 
edged by male patients might have been higher if the 
interviews had been conducted by experts. Thus, the 
overall effect of using medical student interviewers was 
probably to underestimate the true prevalence of as- 
sault history. 

The prevalence rates reported here refer only to 
major assaults. There were also other assault experi- 
ences that appeared very important psychologically 
but were not classified by our scales as major. A wife 
who had been repeatedly threatened, slapped, and 
shoved and had watched her husband slam his fist 
through the wall when angry at her would not have 
been classified as having experienced major physical 
assault, even though those events may have had a 
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profound effect both on the dynamics of the marriage 
and her own self-esteem. The prevalence figures would 
have been even higher had such *non-major" assaults 
been included. 

We screened out assaults that seemed less important, 
even when they met the criteria for severity—e.g., 
mutually initiated barroom fights. The remaining ma- 
jor assaults varied in severity. One episode of being 
forced to touch an uncle's penis, however undesirable, 
is likely to have less effect than repeated forced inter- 
course over a period of years. However, many of the 
experiences reported involved multiple assaults and 
long durations rather than single episodes. And even 
single episodes of assault may have pivotal effects, 
either on the dynamics of the relationship in which 
they occur or on the victim's future relationships. 

The prevalence rates reported among psychiatric 
patients are substantially higher than available preva- 
lence estimates for the general nonpsychiatric popula- 
tion. The lifetime prevalence of major marital violence 
has been estimated at about 1396 in a study using the 
physical assault scale from which ours was drawn (1). 
The prevalence of inappropriate childhood sexual en- 
counters, excluding exhibitionism, has been estimated 
to be 1596 among women (2). There are no adequate 
studies of the prevalence of rape, but a prevalence of 
9% (14% among women who have ever been married) 
has been reported for marital rape (11). We are aware 
of no estimates of prevalence in the general population 
of any of the four types of assault that approach the 
prevalence rates reported here. Thus, assault experiences 
appear to be a greater problem among psychiatric pa- 
tients. This interpretation, however, remains tentative 
until the same interview is used in a normal population. 

The population sampled was an inpatient popula- 
tion with severe diagnoses. An outpatient population 
with less severe diagnoses may have lower prevalence 
rates of assault history. The effects of both severity of 
diagnosis and social class are now being examined by 
repeating this study in a middle-class outpatient sam- 
ple. 

In addition to establishing high prevalence rates, the 
data obtained provide several kinds of evidence that 
assault experiences are relevant to current psychiatric 
treatment. Many patients had experienced assault within 
a few years before hospitalization. Substantial guilt and 
shame had been associated with the assault and for some 
patients still remained. Patients often reported that the 
assault continued to have an important effect on their 
current functioning, and a significant minority carried 
physical scars as reminders of the assault. For some, the 
assaults had remained secret from family and friends and 
also from previous therapists. 

The data discussed here support the importance of 
routine inquiry. Routine inquiry can elicit an assault 
history that has been previously hidden and that may 
be useful for understanding the patient's development. 
Furthermore, the history is often seen by the patients 
as being important. By asking, the clinician demon- 
strates that he or she too believes that such history is 
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important, and by listening to assault history when it is 
elicited, the clinician demonstrates his or her capacity 
to understand and tolerate painful events from the 
patient’s past. The patient’s experience of these capac- 
ities in the clinician is central to a therapeutic alliance 
and effective treatment. 

Patients who were assaulted during childhood by 
parents or other adults in authority have experienced 
the subversion of a hierarchical relationship intended 
to nurture and teach them into a relationship that 
served the aggressive or sexual needs of the adult. 
When these patients enter therapy, they are once again 
entering a hierarchical relationship intended to benefit 
them. However, their previous experience suggests the 
possibility that the therapeutic relationship will be 
used instead to serve the therapist’s aggressive or 
sexual needs. Obtaining the assault history early in 
treatment alerts the therapist to the possibility of this 
transference. Errors such as mistaking a patient’s per- 
sistent wariness for an inability to establish a thera- 
peutic alliance may thereby be avoided. 

Since experience with male assailants is far more 
prevalent than with female assailants (78% versus 
20%), male therapists should be particularly alert to 
the possibility of being viewed as a potential assailant. 
Female therapists may experience transference of an- 
ger that was felt toward a mother who did not (or 
could not) protect the patient from assault. When 
patients were assaulted by a woman, the possible 
transferences may be reversed. 

The high prevalence of alcohol or drug use by the 
assailant and/or the victim (51%) suggests the value of 
careful inquiry into alcohol or drug use when a history 
of assault is revealed and into a possible history of 
assault if alcohol or drug abuse is present. 

Marital dynamics may also be clarified by obtaining 
a history of assault. A difficult sexual adjustment is 
better understood if the clinician is aware that one of 
the partners was sexually assaulted as a child. A wife 
who “can’t” learn to disagree openly is less puzzling 
once it is known that she has been physically assaulted 
by her husband. 

It would be most helpful to be able to specify the 
effects of assault and its relation to later development 
of psychopathology. Retrospective studies have exam- 
ined the effects of assault (12—14). Prospective studies, 
however, are needed to fully specify the effects of 
assault and to guide intervention attempts. The data 
reported here examine the effects of assault only by 
demonstrating the importance attributed to the as- 
saults by the patients. Forthcoming articles, specific to 
each assault type, will examine these data for correla- 
tions between various circumstances of assault, diag- 
nosis, and perceived outcome. 

Meanwhile, the high prevalence of assault history, 
the patient's perceptions of the assaults as important, 
retrospective studies of the effects of assault, and the 
possible effects of the assault history on the therapeutic 
relationship all indicate that the effort of routine 
inquiry about assault history is justified. 
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ROUTINE INQUIRY ABOUT ASSAULT HISTORY 


Different patient populations and interview circum- 
stances will determine how and when assault inquiry is 
conducted. However, a few general suggestions can be 
offered. 

1. Develop routine times and routine ways to ask 
about each type of assault. Physical assault as a child 
can be inquired about during childhood history taking, 
using questions such as, What was the worst punish- 
ment you ever received? and Were you ever hurt 
physically as a child? Physical assault as an adult can 
be explored during a discussion of marital function 
and decision making, e.g., What happens when you 
disagree? Does either of you get angry enough to hit or 
threaten the other? Inquiry regarding sexual assault as 
a child can be a question such as, When you were a 
child, did anything sexual ever happen that made you 
uncomfortable? Or worries you now? Sexual assault as 
an adult can be approached by asking, Have you ever 
felt forced to be sexual with anyone, including your 
mate? A general question such as, Have you had any 
(other) experiences of being hurt physically, or forced 
into sexual activity? can elicit additional history. Once 
these questions are familiar to the therapist, they take 
very little time to ask. 

2. Ask about the circumstances and perceived effects 
of the assault. How long did the assault go on? What 
were the patient's feelings about the assault at the 
time? (Sexual assault as a child may not have been 
perceived as an assault, in which case the clinician 
should not impose the word “‘assault.”) Was anyone 
else told, and how did they respond? What ended the 
assault? What does the patient think are the current 
effects of the assault, if any? 

3. Be able to ask about specific levels of assault. 
When a patient says her mother’s boyfriend messed 
with her," the clinician needs to be comfortable asking 
for details or, when appropriate, describing different 
levels of assault for the patient to confirm or 
disconfirm. The clinician's need to obtain objective 
details must, however, be balanced by respect for the 
patient's timing in discussing these difficult experi- 
ences. 

4. Test the usefulness of routine inquiry. Just as the 
general medical doctor may not be accustomed to 
inquiring comfortably about suicide attempts, most 
psychiatrists have not been trained to inquire comfort- 
ably about experiences of physical and sexual assault. 
Experience with routine inquiry is the best solution to 
this difficulty. It is also the only way in which the 
individual clinician can determine whether this inquiry 
is fruitful in his or her own practice. 
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Shifts in Attitudes Among Psychiatric Residents: 
Serial Measures Over 10 Years 


William Coryell, M.D. 


Psychiatric residents completing their training in 
1976, 1978, 1980, and 1986 were sent surveys on 
their attitudes toward treatment and training among 
a "dynamic-organic continuum.” Their responses 
indicated decreasing antagonism toward tbe medical 
model and increasing endorsement of medical 
education, experience in neurology, and the 
internship as essential aspects of psychiatric 
education. The rankings of various treatment 
modalities for each of four disorders were 
remarkably stable across surveys. Except for 
megavitamin therapy, residents in 1986 were at least 
somewhat more likely to consider essential each of 
six therapies for each of the four disorders, 
indicating a general increase in therapeutic optimism. 

(Am J Psychiatry 1987; 144:913—917) 


he advents of effective pharmacotherapy, opera- 
tionally defined diagnoses, and new biological 
probes suggest that American psychiatry is gathering a 
firmer scientific base or perhaps even undergoing a 
“biological revolution" (1). Concurrently, increasing 
numbers of nonphysician psychotherapists are com- 
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peting with psychiatrists, and many expect this com- 
petition to force psychiatrists to emphasize those serv- 
ices that are unique to physicians and thus to focus on 
the diagnosis and biological treatment of the more 
severe psychiatric illnesses. Although these changes are 
frequently the subject of discussions at psychiatric 
meetings, there have been few efforts to systematically 
measure their impact on prevailing attitudes among 
psychiatrists. 

The study described here exploited a unique oppor- 
tunity to do this. In response to several articles noting 
hostility toward the medical model approach among at 
least some residents (2, 3), in 1976 I undertook a 
nationwide survey of psychiatric residents in their final 
years of training (4). The results revealed widespread 
appreciation for biological treatment and little out- 
right rejection of the medical model in psychiatry. Two 
identical surveys followed at 2-year intervals and re- 
vealed little change in these attitudes over the 4 years 
encompassed (5). Whatever change was taking place 
was apparently too gradual to manifest itself in 4 
years. Therefore, 6 years elapsed before the next 
survey, and a total of 10 years was covered by the 
serial mailings. 


METHOD 


Identical surveys were mailed in the winters of 1976, 
1978, 1980, and 1986 to one-half of all psychiatric 
residents completing their final year in approved 
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SHIFTS IN ATTITUDES 


FIGURE 1. Aspects of Psychiatric Education Considered Essential by Residents Surveyed From 1976 to 1986 
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American programs. The questionnaire, described in 
more detail elsewhere (4, 5), was designed to assess 
attitudes along a. *dynamic-organic continuum” (6) 
and to be as brief as possible to enhance response. The 
need for maximum return rates counterbalanced the 
need for comprehensive assessment, and since it was 
predicted that only an atypical sample of residents 
would tolerate a lengthy survey, the questionnaire was 
designed to be completed within 3 minutes. 

The residents were first asked to rate various aspects 
of training as "essential," "desirable but not essen- 


tial,” or “of no value.” They then selected the “form of - 


individual non-biological (non-organic) therapy" they 
preferred “for the majority" of their patients from a 
brief list that included psychoanalytic psychotherapy 
and behavior therapy. Then, for each of four ill- 
nesses—chronic (poor-prognosis or process) schizo- 
phrenia, acute (good-prognosis) schizophrenia, endo- 
genous depression, and alcoholism—the residents 
rated the values of individual psychotherapy, milieu 
therapy, organic therapy, behavior therapy, group 
therapy, and megavitamin therapy. Next they en- 
dorsed one of three statements regarding the medical 
model in psychiatry. Finally, they designated their 
career plans and institutional affiliation. 

The nonparametric rank-ordered correlation coeffi- 
ciént Kendell's tau was chosen to test the differences in 
ratings across surveys. To correct for the number of 
statistical tests performed, the conventional p value of 
.05 was divided by 7 for the analysis of aspects of 
psychiatric education and by 24 for the treatment 
sections (six tests were performed for each of the four 
diagnoses). Thus, changes over the surveys were con- 
sidered significant only if the p value was less than .007 
in the first or .002 in the second group of analyses. To 
qualify as a meaningful trend, a change was required 
to be not only statistically significant at the assigned 
level but also uniform—that is, consistently unidirec- 
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tional. Finally, a repeated measures linear model anal- 
ysis was used to determine the extent to which the 
survey year (the passage of time) determined the 
responses to treatment questions beyond the effects of 
diagnosis and treatment modality. 


RESULTS 


In 1976, 1978, 1980, and 1986, surveys were deliv- 
ered to 698, 642, 658, and 635 residents, respectively. 
Of these, 53.496, 49.196, 38.395, and 48.596 returned 
the surveys. This represents a highly significant (x^— 
33.1, df=3, p<.0001) but unexplained fluctuation in 
response rates. Essentially, no descriptive data are 
available for the nonrespondents; they may or may not 
have resembled the respondents in relevant ways. 

Consistently increasing proportions of residents 
considered medical education, clinical experience in 
neurology, and the internship essential to psychiatric 
education (figure 1). Of these, by far the greatest gains 
were found for the internship; residents in 1986 were 
almost twice as likely to consider this essential to their 
training as were residents in 1976. Likewise, residents 
increasingly viewed experience in neurology as highly 
important. Medical education and pharmacotherapy 
were almost universally endorsed with the first survey, 
but the consensus grew nevertheless. Notably, no 
coherent trends in either direction emerged for training 
in psychoanalysis or for the personal analysis or psy- 
chotherapy of the individual resident. Experience in 
research remained by far the least likely to be consid- 
ered essential. 

More of the residents in 1986 than in 1976 endorsed 
as “essential to successful treatment” each of the six 
forms of therapy for all four illnesses (figures 2-5). Of 
the 24 possible changes, there were no exceptions to 
this general increase in enthusiasm, although most of 
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FIGURE 2. Treatment Modalities Considered Essential for Acute (Good-Prognosis) Schizophrenia by Residents Surveyed From 1976 to 1986 
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FIGURE 3. Treatment Modalities Considered Essential for Endogenous Depression by Residents Surveyed From 1976 to 1986 
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the changes were statistically insignificant. A repeated 
measures linear model indicated a highly significant 
year effect (F=3.94, df=3, 1182, p<.0001) after con- 
trolling for both diagnosis and treatment type. 

The following modalities met the stated criteria for 
meaningful trends in the proportion of residents rating 
them as essential: organic therapy (chemotherapy or 
ECT) for acute schizophrenia, individual psychother- 
apy for endogenous depression, and group therapy for 
alcoholism. There were no meaningful trends for 
chronic schizophrenia, although several of the modal- 
ities (e.g., individual psychotherapy and milieu ther- 
apy) were considered essential by slightly more resi- 
dents in 1986 than in 1976. Also in 1986, as in the first 
three surveys, organic therapy was more than twice as 
likely as any other therapy to be regarded as essential 
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for chronic schizophrenia. 

In all four surveys a minority of residents selected 
psychoanalytic psychotherapy as their preferred form 
of nonbiological therapy. Serial measures showed no 
trend toward increasing or decreasing popularity for 
this approach to psychotherapy. Likewise, the popu- 
larity of behavioral therapy did not change; in 1976, 
4.696 of residents selected this mode, while in 1986, 
5.896 did so. 

Although the proportion of residents who endorsed 
the medical model as basic to psychiatry showed no 
meaningful trend over these four surveys (table 1), the 
proportions indicating an essentially negative attitude 
showed a steady decrease. The percentages checking 
either the second or third statement in table 1 were 
26.0%, 20.9%, 19.5%, and 16.8% for the survey 
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FIGURE 4. Treatment Modalities Considered Essential for Alcoholism by Residents Surveyed From 1976 to 1986 
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FIGURE 5. Treatment Modalities Considered Essential for Chronic (Poor-Prognosis) Schizophrenia by Residents Surveyed From 1976 to 1986 
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years 1976, 1978, 1980, and 1986, respectively 
(x?=10.9, df=3, p«.025). 

Career aspirations apparently changed little over the 
survey years. In 1986, as in 1976, roughly one in five 
(20.5% and 22.3%, respectively) residents intended a 
career in academic psychiatry. On both occasions 
roughly twice as many (44.2% and 41.0%, respec- 
tively) planned private practice. 


DISCUSSION 


These survey results are perhaps most striking for 
their stability across surveys. There was, for instance, 
essentially no change in the ranking of various educa- 
tional aspects; in all four surveys a medical education 
and training in psychopharmacology were most often 
considered essential, followed by experience in neurol- 
ogy and then by the internship. The respondents to all 
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of the surveys were least likely to consider research 
experience essential. Despite substantial variations in 
treatment ratings by diagnosis, the patterns here were 
also remarkably consistent across the years surveyed. 
Are attitudes changing to reflect a growing medical 
base for American psychiatry? The psychiatric educa- 
tion ratings indicate so, as do the responses to the 
medical model statements. In most cases these trends 
were too subtle to emerge over 4 years and became 
clear only with the final, 10-year survey. 
Interpretation of the treatment ratings is more diffi- 
cult. First, the ratings for “organic therapy" were quite 
high with the first survey, leaving little room for 
increases in endorsements. Second, an unexpectedly 
general increase in enthusiasm emerged, displaying 
itself in five of the six treatment modalities in all four 
of the diagnostic categories. These surveys, of course, 
cannot identify a source for this apparently indiscrim- 
inate increase in therapeutic optimism. However, since 
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TABLE 1. Attitudes Toward the Medical Model in Psychiatry Among Residents Surveyed From 1976 to 1986 


Attitude 


The medical model should be basic to both the practice of and research in 


psychiatry 


The medical model has merit with some patients, but its usefulness and 


importance are minimal in psychiatry 


The medical model has little meaning in psychiatry and its use may even be 


countertherapeutic 
None of the above 


an opinion that a treatment is essential implies neces- 
sarily an opinion that it is effective, psychiatrists about 
to begin their careers seem to be generally, if only 
somewhat, more confident that the various therapeutic 
tools they have available are in fact helpful. 
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1976 1978 1980 1986 
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Which Mexican-Americans Underutilize Health Services? 


Kenneth B. Wells, M.D., M.P.H., Richard L. Hough, Ph.D., 
Jacqueline M. Golding, Ph.D., M. Audrey Burnam, Ph.D., 
and Marvin Karno, M.D., M.S.P.H. 








Data collected from the Los Angeles site of the 
National Institute of Mental Health Epidemiologic 
Catchment Area Program were used to examine the 
utilization of health services in a community 
population. Mexican-Americans, especially the less 
acculturated, had significantly lower rates of use of 
outpatient, but not inpatient, care than non-Hispanic 
whites. Differences were greater for mental than 
physical health care. Less acculturated Mexican- 
Americans made very little use of either mental health 
specialists or the human services sector (e.g., religious 
leaders). Among those with a recent psychiatric 
disorder, non-Hispanic whites were seven times more 
likely to use outpatient mental health services than the 
less acculturated Mexican-Americans. 

(Am J Psychiatry 1987; 144:918—922) 





y the year 2000, the Hispanic-American popula- 
tion is expected to be the nation’s largest ethnic 
group (1). The 1980 U.S. census estimate of this 
population is 14.6 million, probably a conservative 
figure; the majority are of Mexican descent. At major 
points of immigration, especially in the southwestern 
states, the delivery of health care to Mexican-Ameri- 
cans is a major clinical and policy concern (1, 2). 
There has been much speculation and some data 
suggesting that  Mexican-Americans  underutilize 
health services (3-8). A previous examination of data 
from the Los Angeles site of the National Institute of 
Mental Health (NIMH) Epidemiologic Catchment 
Area Program indicates that Mexican-Americans are 
less likely than non-Hispanic whites to report outpa- 
tient general health or mental health care but have a 
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similar probability of a medical hospitalization (9). It 
has not been clear, however, whether underutilization 
is limited to Mexican-Americans who are less accul- 
turated (e.g., those who do not speak English). Fur- 
ther, itis unclear whether the Mexican-Americans who 
most need care—those with serious clinical prob- 
lems—underutilize health services, compared to simi- 
lar non-Hispanic whites. If so, the importance of 
developing health care programs for this rapidly grow- 
ing population is enhanced. 

Mexican-Americans who have less fully adopted the 
predominant U.S. (Anglo) culture could have an espe- 
cially low level of use of health services, for several 
reasons. First, they may be unacquainted with the 
available services or may experience language diffi- 
culties or other problems, such as difficulty obtaining 
transportation or child care, that interfere with receiv- 
ing medical care (5, 6, 8, 10, 11). Second, the less 
acculturated may make greater use of alternative sys- 
tems of care, such as folk practitioners (6, 10). Third, 
they may have low incomes or lack health insurance 
coverage (3, 5, 6, 10). 

Mental health services may be especially underuti- 
lized by less acculturated Mexican-Americans. Areas 
of Mexico that border on the United States have few 
mental health professionals; recent immigrants from 
these areas may be unfamiliar with such providers. In 
addition, the available services may be oriented to the 
perceived mental health needs of middle and upper 
socioeconomic class whites and less appropriate for 
the needs of less acculturated Mexican-Americans. 
Language differences may be especially strong deter- 
rents to the use of mental health care because verbal 
communication is so central to treatment. Finally, less 
acculturated Mexican-Americans may attach a greater 
stigma to mental illness. While several authors have 
presented arguments that support these hypotheses, 
there are few available data (5, 8—10). 

In the relatively few previous studies of accultura- 
tion and use of health services, the role of health status 
and level of acculturation in explaining underutiliza- 
tion of Mexican-Americans is unclear. Vernon and 
Roberts (12) observed similar rates of use of mental 
health specialists for non-Hispanic whites and Mexi- 
can-Americans who had a psychiatric disorder. Griffith 
(13), however, after controlling for psychological dis- 
tress, found much lower rates of use of mental health 
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services for Mexican-Americans than non-Hispanic 
whites. Markides et al. (14) found only small differ- 
ences in use among Mexican-Americans on the basis of 
level of acculturation. The discrepancies in conclusions 
from the studies must be resolved before policies can 
be developed that address the health care needs of 
Mexican-Americans. 

In this paper, we examine rates of health service 
utilization for Mexican-Americans of low and high 
acculturation and compare these rates with those for 
non-Hispanic whites, using data from the Los Angeles 
Site of the NIMH Epidemiologic Catchment Area 
Program. 


METHOD 


The NIMH Epidemiologic Catchment Area Pro- 
gram is a multisite general population survey of the 
epidemiology of psychiatric disorders and use of health 
services (15—17). In the Los Angeles project site, staged 
probability samples of household residents from two 
mental health catchment areas (East Los Angeles and 
Venice/Culver City) were drawn. Approximately 50% 
of the respondents were of Hispanic origin (mostly 
Mexican-American) (8). This paper reports data ob- 
tained from face-to-face interviews with 3,132 com- 
munity residents (a completion rate of 68%) con- 
ducted in 1982 and 1983. 

The interviews elicited information on sociodemo- 
graphic characteristics, general health status, use of 
health services, and presence or absence of specific 
psychiatric disorders. 

Data on psychiatric disorders were obtained with 
the NIMH Diagnostic Interview Schedule (DIS), a 
structured interview administered by lay persons that 
yields diagnoses according to DMS-III criteria (18). A 
Spanish-language version of this instrument was devel- 
oped specifically for this study (19, 20). For the 6 
months before the interview, we determined the pres- 
ence of any or absence of all of the following: affective, 
anxiety, substance abuse, obsessive-compulsive, schizo- 
phrenia/schizophreniform, and somatization disor- 
ders; antisocial personality; and severe cognitive dys- 
function. 

The interview included 46 items assessing physical 
health and functional status in the previous 6 months. 
We developed an indicator variable for the presence or 
absence of any limitation in physical or role function- 
ing due to physical health. 

Mexican-Americans were identified by self-declared 
ethnic status; when this was ambiguous we used the 
parents’ ethnic background and country of birth. The 
analyses reported here are limited to non-Hispanic 
whites and Mexican-Americans (82% of respondents). 

Acculturation was measured by a 26-item scale (see 
references 21—23) that assesses language, food, enter- 
tainment, and social interaction choices. The scale’s 
reliability and construct validity are excellent (M.A. 
Burnam et al., unpublished data). We contrasted Mex- 
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TABLE 1. Sex and Age Distribution of Mexican-American 
(N=1,243) and Non-Hispanic (N=1,309) Community Residents in 
a Survey of Use of Health Services 





Mexican-Americans Non-Hispanic Whites 





Sex and - 

Age (years) N 926 N 96 

Men 591 100 631 100 
18-24 120 20 66 10 
25—44 312 53 339 54 
45—64 109 18 138 22 
65+ 50 8 88 14 

Women 652 100 678 100 
18-24 127 19 67 10 
25-44 304 47 341 50 
45—64 141 22 153 23 
65+ 80 12 117 17 





ican-Americans above and below the median scale 
score (i.e., high and low acculturated). 

The interview elicited data on the number of outpa- 
tient visits for mental and physical health problems in 
the 6-month period before the interview. Respondents 
also indicated the number of hospitalizations or over- 
night stays for mental and physical health reasons in 
the 12 months before the interview. 

We grouped providers of mental health services into 
specialty mental health (e.g., psychiatrists, psycholo- 
gists), general medical (e.g., nonpsychiatrist physi- 
cians), and human service (e.g., family or social serv- 
ices, self-help groups, clergy) (see reference 24). 

We used cross-tabulations to compare use of serv- 
ices for non-Hispanic whites, as a group, with low- 
and high-acculturated Mexican-Americans, while con- 
trolling for the presence or absence of either physical 
limitations or psychiatric disorders. Means and per- 
centages were adjusted for sex and age, aad non- 
Hispanic whites were used as the reference group. 
Because only one adult was interviewed in each house- 
hold, we weighted analyses by the number of adults in 
each household. Data were also weighted to adjust for 
differential probability of selection across the two 
catchment areas. Significance tests and standard errors 
were corrected for the staged sampling design (i.e., 
they approximate exact variance estimates) (25). 


RESULTS 


The full sample included 2,552. non-Hispanic whites 
and Mexican-Americans. Table 1 provides age anc sex 
distributions by ethnicity. The analytic sample for this 
paper consisted of 1,309 non-Hispanic whites and 
1,194 Mexican-Americans; we excluded 49 Mexican- 
Americans who had missing data on one or more study 
variables. 

As shown in table 2, age- and sex-adjustment rates 
of hospitalization for physical health problems in a 
1-year period were similar for non-Hispanic whites 
and both high- and low-acculturated Mexican-Ameri- 
cans. For each group, hospitalization rates were 212 to 
31^ times higher for those with than for those without 
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TABLE 2. Relationship Between Acculturation, Health Status, and Use of Health Services for Physical and Emotional Problems by 
Non-Hispanic Whites (N=1,309) and Mexican-Americans With High (N=598) or Low (N—596) Acculturation 





Non-Hispanic Whites 


Type of Use Mean SE 
Treatment for physical problems 
Hospitalization in previous 12 months 
All respondents 98 0.8 
With physical limitation 19.8 24 
Without physical limitation 79 0.8 
With psychiatric disorder 128 2.2 
Without psychiatric disorder 93 0.8 
Outpatient visit in previous 6 months 
All respondents $5.4 14 
With physical limitation 723 3.1 
Without physical limitation 323 1.6 
With psychiatric disorder 643 40 
Without psychiatric disorder 532 16 
Outpatient treatment for emotional 
problems in past 6 months 
General medical sector 
All respondents 2.66 0.5 
With physical limitation $3 14 
Without physical limitation 21 0.6 
With psychiatric disorder 68 14 
Without psychiatric disorder 18 0.6 
Specialty mental health 
All respondents 78 0.6 
With physical limitation 117 19 
Without physical limitation 72 04 
With psychiatric disorder 160 2.1 
Without psychiatric disorder 5.6 0.7 
Human service sector 
All respondents 6.0 07 
With physical limitation 94 2.0 
Without physical limitation 5.2 0.7 
With psychiatric disorder 109 19 
Without psychiatric disorder 47 0.9 


a physical limitation. Psychiatric disorder had little 
effect on these rates. There were no reported psychiat- 
ric hospitalizations in any of the groups for the 1-year 
period. 

Both high- and low-acculturated Mexican-Ameri- 
cans were less likely to have had an outpatient visit for 
physical health reasons in the past 6 months than were 
non-Hispanic whites (t=5.77, df=1,905, p<.001, and 
t=7.58, df=1,903, p<.001, respectively). Differences 
between the two groups of Mexican-Americans were 
not marked and were not statistically significant. 

There were no significant or appreciable differences 
among the three groups in the percent using the 
general medical sector for emotional problems; from 
2% to nearly 3% of each group had had such a visit in 
the past 6 months (table 2). Among those with a 
psychiatric disorder, however, non-Hispanic whites 
were three times as likely to have had such a visit as the 
high-acculturated group (t=2.39, df=1,905, p<.05); 
the percent for the low-acculturated group was not 
significantly different from that for either the non- 
Hispanic white or the high-acculturated group. This 
interaction effect was not statistically significant when 


Percent of Group {adjusted for age and sex) 
Mexican-Americans 


High Acculturation Low Acculturation 


Mean SE Mean SE 
10.4 15 9.1 1.0 
23.7 50 2022 46 
723 12 7.2 1.0 
13.6 2.6 92 3.0 
97 17 8.9 1.0 
409 2.2 36.3 2.1 
59.0 4.8 69.2 S.1 
35.6 2.5 32.2 2.1 
47.3 4.7 40.2 4.0 
387 2.4 35.6 21 
2.0 0.5 22 07 
2:4. 44 40 241 
19 0.7 1.5 0.7 
2.4 13 6.1 23 
2.1 0.6 12 0.6 
42 0.8 1.1 0.6 
69 30 50 29 
3.8 0.8 04 02 
11.3 2.6 3.1 1.8 
18 07 0.6 03 
39 0.9 1.0 0.4 
5.3 29 2.3 2.3 
3.2 0.8 0.9 0.5 
5.5 1.9 1.1 0.8 
3.8 1.1 i0 0.5 


we also controlled for socioeconomic status and other 
individual characteristics through regression analysis. 

Non-Hispanic whites were nearly twice as likely as 
the highly acculturated Mexican-Americans (t=3.63, 
df=1,905, p<.01) and nearly seven times as likely as 
the low-acculturated Mexican-Americans (t—8.28, 
df=1,903, p<.0001) to have made a visit to the mental 
health specialty sector in the past 6 months (table 2). 
Similar differences occurred among those with a recent 
psychiatric disorder. 

Among those with a psychiatric disorder, age- and 
sex-adjusted rates of use of the human service sector 
(e.g., priests, folk practitioners) for emotional prob- 
lems were twice as high for non-Hispanic whites as for 
highly acculturated Mexican-Americans (t 1.80, df= 
1,905, p«.10), who in turn had four times the rate of 
use of the low-acculturated group (t=2.88, df=1,192, 
p<.05). We observed similar results for those with a 
physical limitation. 

There were no significant or appreciable differences 
among the three groups in mean visits per user for 
outpatient care for either physical or emotional health 
concerns. 


With the exception noted earlier, the differences by 
ethnicity and acculturation reported here remained 
statistically significant in logistic regression analyses 
that controlled for sociodemographic and economic 
factors, health insurance status, psychiatric disorder, 
and physical limitations. 


DISCUSSION 


We found marked underutilization of health services 
by Mexican-Americans, particularly the less accultur- 
ated, in comparison with non-Hispanic whites. The 
differences were observed for outpatient rather than 
inpatient services and in the percent receiving care 
rather than in the intensity of care per user. Underutil- 
ization was greater for care of emotional than of 
physical problems. Thus, in this study, being Mexican- 
American was associated with low rates of entry into 
outpatient care, particularly psychotherapy. These dif- 
ferences remained even after we controlled for clinical 
status (i.e., recent psychiatric disorder and physical 
limitations), sex, and age. Thus, lower use by Mexican- 
Americans was not due to better health status; rather, 
unfamiliarity with services or other barriers to care, such 
as lack of health insurance, are likely explanations. 

Non-Hispanic whites were more likely to report a 
general medical visit for physical health problems than 
either group of Mexican-Americans. These results 
suggest that Mexican-Americans are less likely than 
non-Hispanic whites to receive services for health 
promotion or minor physical problems. We did not 
observe a parallel pattern among Mexican-Americans 
as a function of acculturation. Our finding is consistent 
with the conclusion of Andersen et al. (3) that Hispan- 
ic-Americans have a lower rate of use of preventive 
services than non-Hispanic whites. 

Only about 1% of the less acculturated Mexican- 
Americans had any care from the mental health spe- 
cialty sector. The less acculturated may be especially 
unfamiliar with formal mental health services or espe- 
cially reluctant to use them. For the low-acculturated 
Mexican-Americans, use of this sector was higher (but 
not significantly so) among those with a physical 
limitation than among those with a psychiatric disor- 
der. For non-Hispanic whites, in contrast, such use 
tended to be higher among those with a psychiatric 
disorder than among those with a physical limitation. 
For the less acculturated Mexican-Americans, physical 
limitations may be perceived as a “legitimate” reason 
for seeking care; alternatively, physical limitations 
may increase referral from the general medical sector 
to mental health specialists. 

Less acculturated Mexican-Americans with a recent 
psychiatric disorder were twice as likely to receive 
mental health care from a general medical provider as 
from a mental health specialist. By contrast, both more 
acculturated Mexican-Americans and non-Hispanic 
whites with psychiatric disorders were more likely to 
visit a mental health specialist. The relatively greater 
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reliance of less acculturated Mexican-Americans on 
general medical providers for mental health care may 
reflect greater familiarity with these providers, finan- 
cial or other barriers to mental health specialty care, or 
a tendency to perceive psychiatric symptoms as an 
indication of a physical health problem. Regardless of 
the explanation, general medical providers appear to 
be an especially important source of mental health care 
for the Mexican-Americans in this study; this finding 
enhances the importance of training these providers to 
recognize psychiatric disorders in Mexican-Americans. 

Despite speculation that less acculturated Mexican- 
Americans use the human service sector in lieu of 
formal mental health care, these respondents had a 
much lower rate of use of this sector than either the 
high-acculturated group or the non-Hispanic whites. 
This is an important and unexpected finding. |t means 
that the less acculturated Mexican-Americans are less 
likely to have contact with any formal support serv- 
ices. This finding further enhances the role of the 
general medical provider as the point of entry for care. 

Our estimates of the use of outpatient mental health 
services in the past 6 months for non-Hispanic whites 
were at the upper range of estimates of annual use for 
the general U.S. population (26—28). Los Angeles, 
however, would be expected to have higher rates of use 
by virtue of the western location and sophistication of 
the medical marketplace (27, 29). 

In sum, our results dramatically illustrate underuti- 
lization of health services by the less acculturated 
Mexican-Americans in Los Angeles, even among those 
with current psychiatric disorders and limitations in 
functioning due to physical health. Lower rates of use 
were not explained by differences in the prevalence of 
serious clinical problems or by differences in reliance 
on alternative sources of care, such as folk practition- 
ers. For areas such as Los Angeles, it seems especially 
appropriate to develop programs that address the 
mental health needs of less acculturated Mexican- 
Americans and to train providers at points of entry for 
health care for this population to recognize psychiatric 
disorders. 
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Brief Communications 


A Field Test of Motto’s Risk Estimator for Suicide 


David C. Clark, Ph.D., Michael A. Young, Ph.D., William A. Scheftner, M.D., 
Jan Fawcett, M.D., and Louis Fogg, Ph.D. 


The authors undertook a field test of Motto and 
colleagues’ Risk Estimator for Suicide by selecting a 
subset (N=593) of psychiatric patients with major or 
chronic affective disorder that corresponded to 
Motto’s sample. They rated each subject on Motto’s 
scale, using standardized data collected at hospital 
admission. Fourteen patients (2.4%) in their sample 
and 136 (4.9%) in Motto’s sample died by suicide 
within 2 years. The authors tested the null 
hypothesis of a uniform suicide risk across all 10 
deciles of risk scores by comparing observed and 
expected frequencies of suicide using the variance 
test for homogeneity of the binomial distribution. 
Their findings raise questions about Motto’s risk 
scale but do not definitively invalidate it. 

(Am J Psychiatry 1987; 144:923—926) 


sychiatric patients are at much higher risk for 

death by suicide than the general population. The 
annual suicide rate is 15—19/100,000 for the adult 
general population (1), 230/100,000 for those with 
depression, 270/100,000 for those with alcoholism, 
and 140/100,000 for those with schizophrenia (2—5). 
It is estimated that over a period of 15—20 years 10%— 
15% of all patients with depression, alcoholism, or 
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schizophrenia die by suicide (2-5). Thus, clinicians are 
constantly faced with the difficult task of separating 
the patients at highest risk from the patients at less 
high risk. Ideally, the clinician will be able to detect 
which individuals are at highest risk and then discern 
the time interval of greatest risk with enough certainty 
to initiate an effective intervention. 

The challenge posed by this clinical situation has 
spawned great interest in the development and valida- 
tion of standardized clinical instruments for predicting 
suicidal behavior (6), although no one instrument has 
been widely adopted. One reason is that most high-risk 
profiles have been developed by studying suicide at- 
tempters, when evidence suggests that those who die 
by suicide and those who survive suicidal attempts are 
substantially different populations (7). Another reason 
is the relative lack of opportunities to cross-validate 
instruments or replicate findings, because suicide is a 
statistically rare event. 

Motto et al. (6) assessed 2,753 adults hospitalized 
for a depressive or suicidal state (i.e., suicide had been 
attempted, threatened, or contemplated) with a stan- 
dardized clinical interview consisting of 101 psycho- 
logical and social variables and after a 2-year fol- 
low-up found that 136 patients (4.9%) had committed 
suicide. By repeated partition of their sample, they 
entered 50 variables showing the most significant 
univariate relationship with outcome into a series of 
linear logistic regressions to produce five risk-estima- 
tion equations encompassing 44 variables. Using the 
entire sample, they then performed a logistic regression 
on the latter 44 variables to produce a final risk- 
estimation equation consisting of 15 variables. Motto 
and colleagues emphasized that “it remains to field-test 
the risk assessment instrument to determine its useful- 
ness and characteristics in the clinical setting." We 
report on a test of Motto's hypothesis that the risk 
estimator scale can prospectively identify subgroups of 
patients demonstrating higher or lower rates for com- 
pleted suicide. 
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METHOD 


The NIMH Collaborative Program on the Psycho- 
biology of Depression is being conducted at hospitals 
associated with five academic centers: Harvard Medi- 
cal School in Boston, Rush-Presbyterian-St. Luke’s 
Medical Center in Chicago, the University of Iowa in 
Iowa City, New York State Psychiatric Institute in 
New York City, and Washington University School of 
Medicine in St. Louis. The intent and design of the 
overall study have been described elsewhere (8). In- 
patients and outpatients who agreed to undergo diag- 
nostic interviews on admission and follow-up inter- 
views at 6-month intervals for 2 years were recruited 
for nosologic, familial, and follow-up studies of affec- 
tive disorder. Patients. were seeking psychiatric treat- 
ment through the customary referral mechanisms for 
those institutions. A total of 954 subjects (80% inpa- 
tients) were entered into the study. The sample was 
stratified by diagnosis according to Research Diagnos- 
tic Criteria (RDC) (9): 599 patients had unipolar 
depression, 175 had bipolar type I, 92 had bipolar type 
II, and 88 had schizoaffective disorder. Patients were 
also required to be at least 17 years old, Caucasian, 
and fluent in English and to have an IQ above 70, no 
evidence of acute or chronic brain syndrome, and 
knowledge of their biological parents. 

By confining our attention to inpatients aged 18—70 
years who were admitted during a depressive phase of 
their illness and by excluding those with nonsuicidal 
deaths that occurred during the 2-year follow-up, we 
created a sample of 593 patients who are similar 
diagnostically to those in the sample studied by Motto 
and colleagues (6). 

Of the 593 patients, 351 (5996) were women; 21 
(4%) were 18—19 years old; 184 (31%) were 20—29 
years old; 163 (2796) were 30—39 years old; 83 (1496) 
were 40—49 years old; 81 (1496) were 50—59 years 
old; 58 (1096) were 60—69 years old; and three (0.596) 
were 70 years old. Symptom features for the current 
episode of affective disorder were assessed shortly after 
admission by clinical raters using a structured inter- 
view (the Schedule for Affective Disorders and Schiz- 
ophrenia) (SADS) (10) and trained to a high level of 
interrater reliability (11). 

The lifetime course of affective disorder by RDC for 
the 593-patient sample was bipolar I (major depres- 
sion and mania) for 61 patients (1096), bipolar II 
(major depression and hypomania but never mania) 
for 78 patients (13%), recurrent unipolar (two or more 
major depressions, never mania or hypomania) for 271 
patients (4696), and currently schizoaffective manic or 
depressed for 13 patients (2%); the remainder were in 
a first episode of major affective disorder or in a 
chronic (2 years or more) intermittent episode of 
depressive disorder. At intake, 115 patients (1996) met 
criteria for psychotic subtype (delusions or hallucina- 
tions) major depression, 95 (1696) evidenced no sui- 
cidal ideation in the current episode, 251 (4296) evi- 
denced mild to moderate suicidal ideation, and 249 
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(4196) evidenced severe suicidal ideation. Of the 214 
patients (3696 of 593) who had made a suicide at- 
tempt, 53 (25%) made a genuinely life-threatening 
attempt (e.g., cut throat, respiratory arrest, coma), and 
another 111 (52%) made a medically serious attempt 
(e.g., ingestion of 10 aspirin with gastric upset; inges- 
tion of 10 Seconal with brief unconsciousness). 

To select the appropriate variables for analysis, we 
identified all sociodemographic, clinical, and psycho- 
social variables from the SADS and other structured 
assessment instruments that might correspond to the 
15 items of Motto's Risk Estimator for Suicide (6). We 
then submitted this pool of potentially appropriate 
variables (i.e., the rating or self-report items and their 
scoring conventions) to Motto for review. Motto then 
selected a subset that corresponded best to the items of 
the Risk Estimator for Suicide. The match was reason- 
ably good for 14 items. For item 15 (interviewer's 
negative or positive reaction to the person), behavioral 
ratings of self-pity and dependency were used to 
estimate specific aspects of that reaction. Thus, a 
Motto Risk Estimator for Suicide score was calculated 
for each patient in our sample on the basis of an initial 
assessment at hospital admission. 

At each 6-month follow-up point, the status of at 
least 96% of the sample could be determined. Deter- 
mination of a “death by suicide” outcome was based 
on information from family members, clinicians famil- 
iar with the patient, and coroners’ reports. Treatment 
was uncontrolled, varying from center to center and 
patient to patient, but was systematically recorded 
during the follow-up. 


RESULTS 


Motto and colleagues observed that 4.9% of their 
patient sample died by suicide within 2 years of 
hospital discharge (6), a rate higher than the 196—296 
per year for depressed patients estimated by several 
studies (7, 12). By contrast, only 14 of our 593 patients 
(2.4%) died by suicide within 2 years of study admis- 
sion, a rate at the low end of the expected range of 
276—496 for 2 years of follow-up. The large disparity 
in suicide rates (4.9% versus 2.4%) may reflect differ- 
ences in the clinical management of patients. Motto 
and colleagues collected patients from seven commu- 
nity mental health centers, a municipal general hospi- 
tal, and a university-based psychiatric hospital. All of 
our patients were admitted to major university medical 
centers. 

The number of patients falling into each of the 10 
risk score decile ranges (as defined by Motto and 
colleagues) is detailed in table 1. Risk scores for the 
patient sample were for the most part evenly distrib- 
uted among the 10 decile ranges, although we ob- 
served an excess of patients in the lowest risk decile 
and a slight deficit of patients in the two highest risk 
deciles. 

Table 1 also details the number of patients who died 
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TABLE 1, Estimated and Observed Incidence of Suicide for 593 
Depressed Inpatients During 2-Year Follow-Up 





Observed Expected 
Distribution Incidence Frequency of 
of Subjects of Suicide Suicide 
Decile 05323) ANEM). _(N=14)" | 
of Risk N 96 N % N % 
1 92 15.5 2 22 22 2.36 
2 59 9.9 1 17 14 2.36 
3 49 8.2 2 44 12 2.36 
4 70 11.8 0 00 1.6 2.36 
5 49 8.2 1 2.0 12 2.36 
6 58 9.7 3 52 1.4 2.36 
7 61 102 2 33 14 2.36 
8 61 102 1 16 14 2.36 
9 48 8.0 2 42 11 2.36 
10 46 7.7 0 0.0 11 2.36 
*Equal risk hypothesis. 


by suicide in each of the risk deciles. If Motto's 
hypothesis were true, we would expect that the fre- 
quency of suicide would increase as the score decile 
increased. This did not appear to be the case. Six of 14 
patients who died by suicide (43%) were classified in 
the lowest five risk deciles; only three (2196) were 
classified in the highest three risk deciles. 

The observed pattern of suicides can be tested 
statistically against the null hypothesis of an equal 
distribution of suicides across all 10 risk deciles (i.e., 
no pattern) by means of a chi-square test (the variance 
test for homogeneity of the binomial distribution) (13). 
The null hypothesis assumes a binomial distribution of 
risk with uniform probability over all risk deciles (i.e., 
the probability of suicide for each risk decile= 
14/593=2.36%). A comparison between the observed 
and expected number of suicides by decile yielded no 
evidence to reject the null hypothesis of a uniform 
distribution of suicides (y7=6.46, df=9). 

One might ask whether our sample size is large 
enough for a useful test of Motto's hypothesis. We 
tested the distribution of 14 suicides over 10 risk decile 
groups; Motto examined the distribution of 136 sui- 
cides over the same 10 groups. It is possible that the 
risk of a type II error (i.e., failing to reject the null 
hypothesis, which is in fact false) is simply too high for 
the results of our smaller study to be taken as defini- 
tive. Therefore, we performed a power analysis of the 
chi-square statistic (14), assuming that Motto's ex- 
pected distribution of suicides is the true population 
distribution. Setting the type I error rate (alpha) at .05, 
we obtained a power coefficient of .67 for our sample 
of 14 suicides. To achieve a power level of .90, the 
calculation indicates we would require a sample of 24 
suicides. 

The results of this power analysis suggest that if 
Motto's hypothesis were true for our sample, we 
would succeed in rejecting the null hypothesis two- 
thirds of the time. This represents a substantial degree 
of power achieved with a sample of substantial size, 
but the risk of type II error is too high for our results 
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to be interpreted as definitive. The results also suggest 
that if we had attained a sample size that included 24 
suicides, we could successfully reject the null hypoth- 
esis under the same conditions 90% of the time. 
Twenty-four suicides in a sample of 593 subjects 
represents a suicide rate of 4.0%, a rate at the high end 
of the expected 296—496 range (7, 12) but lower than 
the higher rate (4.9%) observed in Motto’s sample. 
Since we observed a suicide rate of 2.4% in our 
sample, we calculate that we would have to increase 
our sample size to 1,000 patients to encompass the 24 
suicides necessary to achieve a power level of .90. 


DISCUSSION 


Although suicide occurs relatively frequently in a 
large sample of depressed patients, it still has a statis- 
tically low base rate and therefore may be statistically 
unpredictable on an individual basis, particularly 
when the data base is limited to a cross-sectional 
assessment (15). Suicide may also be a behavioral 
outcome reached through so many different pathways 
that no constant set of clinical features can serve as an 
accurate prediction equation. 

Our sample exhibited a distinctly lower suicide rate 
over 2 years of follow-up than the one reported for 
Motto’s sample. It is unlikely that this lower rate is an 
underestimate due to faulty verification procedures or 
incomplete follow-up, since only 4% of the patients 
could not be located at the 2-year follow-up. It is also 
unlikely that the population our sample represents is 
less severely depressed or less functionally impaired 
than Motto’s population, since our university medical 
center settings engage in a great deal of tertiarv care for 
patients referred from community hospitals and men- 
tal health centers. It is possible that the quality or 
intensity of clinical care available to the patients at 
these university medical centers during and after hos- 
pitalization (particularly follow-up care) minimizes the 
incidence of suicide, but this hypothesis is impossible 
to ascertain in the absence of a control group. 

A question remains about the diagnostic compara- 
bility of our sample and that studied by Motto and 
colleagues, despite our efforts to match them. Motto 
did not employ a standardized clinical interview and 
did not assess rater reliability, so it is impossible to 
compare the two samples by diagnosis. In particular, it 
is impossible to gauge the proportion of Motto’s 
sample who did not evidence affective disorder or the 
proportion with concomitant affective and nonaffec- 
tive (e.g., alcoholism) disorders. Major differences 
between the two samples on either count might explain 
why Motto's prediction equation does not generalize 
to our sample. Other factors that might contribute to 
the discrepant results include the fact that the rating 
items we employed were not identical to those em- 
ployed by Motto and the sample sizes and racial 
constitutions of the two samples (2396 of Motto's 
sample was nonwhite) were different. 
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Although our findings raise questions about Motto’s 
Risk Estimator for Suicide, they do not definitively 
invalidate the scale. If investigators use the scale, they 
should do so with caution until further evaluation can 
settle the questions. Our findings also highlight the 
likelihood that suicide scales derived by multivariate 
analysis of a large number of clinical, psychosocial, 
and demographic variables may tend to be arbitrary 
and sample specific. Our impression is that empirical- 
ly-derived scales based on a single cross-sectional 
assessment are always difficult to validate. Repeated 
assessments over time on a broad array of clinical 
features may be necessary to develop an adequate and 
replicable prediction system. We propose that serial 
assessments which pay attention to the vicissitudes of 
clinical symptoms, changing life stress, and long-stand- 
ing character structure in concert (16) would provide a 
better method of estimating suicide risk. 
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The Initial Contract in the Treatment of Borderline Patients 


Michael A. Selzer, M.D., Harold W. Koenigsberg, M.D., and Otto F. Kernberg, M.D. 


The initial treatment contract with a borderline 
patient recognizes the patient’s potential for 
destructiveness and builds in safeguards. The 
therapist’s effort to protect the treatment mobilizes 
the patient’s primitive defenses. The therapist must 
be prepared to respond to resistance to the contract 
by clarification, confrontation, and occasionally 
interpretation. Although countertransference 
reactions evoked by the patient’s use of primitive 
defenses complicate the therapist’s task of defining 
the necessary treatment frame, the therapist’s 
recognition of countertransference responses can 
enable him to establish and enforce an appropriate 
contract. 


(Am J Psychiatry 1987; 144:927—930) 


he treatment of borderline patients is complicated 

by the instability that characterizes the borderline 
personality structure. These patients are subject to 
storms of affect, impulsive and potentially self-damag- 
ing behavior, tumultuous interpersonal relationships, 
and transient regressive states. In addition, their inter- 
personal defensive patterns evoke powerful counter- 
transference reactions in the therapist. A number of 
treatment approaches have been recommended, from 
supportive to classically psychoanalytic (1—4), to be 
carried out in settings ranging from unstructured out- 
patient practice to highly regimented inpatient facili- 
ties (5). While there continues to be an unfortunate 
dearth of empirical studies on treatment for borderline 
patients (6—9), clinicians seeking characterological 
change in these patients often employ psychodynamic 
psychotherapy. This article proposes the use of a 
treatment contract to enhance the possibility of keep- 
ing more in treatment. 

For a few borderline patients, the standard introduc- 
tory remarks that are given to all patients who begin 
dynamic psychotherapy are sufficient (10, 11). These 
remarks typically include a brief explanation of how 
psychotherapy will work to help the patient, a recom- 
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mendation about frequency of sessions, instructions to 
the patient about his task in the session (e.g., “Try to 
speak freely and openly about whatever is on your 
mind without making decisions about what is or is not 
important to say"), negotiation of the fee and regular 
appointment times, and specification of the therapists 
expectations about payment of the fee, handling of 
missed appointments, and vacation arrangements. 
This introduction defines the roles of both patient and 
therapist and establishes a framework within which 
the treatment can be practically conducted. 

Patients who need more than this standard introduc- 
tion make clear, either through the history they give or 
their behavior in the diagnostic interview, that their 
ability to form an alliance is severely restricted (12) 
and they are prone to act out. Typical indicators in 
their history include evidence of sabotage of prior 
treatment opportunities, manipulative suicide at- 
tempts, life-threatening symptoms, anorexia nervosa 
with severe weight loss, or antisocial behavior. Behav- 
iors during the consultation may also signa! the need 
for negotiation of a contract: the patient's proposal of 
precarious means to finance the treatment; his squan- 
dering of time in the first meeting by arriving very late, 
insisting on leaving very early, or remaining silent for 
much of the session; or his arrival at the consultation 
under the influence of drugs all suggest the possible 
need for a carefully designed initial contract. The usual 
therapeutic environment is not sufficient to contain 
such patients, and unless the therapist provides specific 
structures, these patients pose a serious danger to 
themselves, the therapist, or the treatment. 

This paper examines the process of establishing a 
treatment contract. The term "contract," borrowed 
from the world of business and the law, is particularly 
apt because it emphasizes the need to begin with a 
mutual agreement that is explicit, that specifies the 
responsibilities of both parties, and that is arrived at 
through negotiation, not fiat. If properly conceived, 
the initial contract protects the early treatment until a 
working relationship has been established between 
patient and therapist. 


FORMULATING THE CONTRACT 
The therapist must address the danger to the treat- 


ment before considering any other subject except an 
imminent danger to the patient's or other persons' 
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lives. The issue is not how the treatment should be 
conducted but whether the treatment can take place at 
all, and, if so, under what conditions. The therapist 
should proceed in the following sequence: 1) Point out 
how the treatment situation is threatened by the pa- 
tient’s pathology, specifying the nature of the threat; 2) 
indicate the realistic limitations in the therapist’s abil- 
ity to deal with the situation alone and the need for the 
patient’s help, thus eliciting whatever interest and 
support the patient has in collaborating with the 
therapist to make treatment possible; and 3) detail an 
initial treatment contract that offers protection to the 
treatment effort. 

Ideally, this plan should have explicit guidelines so 
as to avoid debates over the subtleties of what consti- 
tutes a threat to treatment. For example, if the patient 
has a history of anorexia, the initial contract includes 
a nonnegotiable baseline weight that the patient must 
maintain for the treatment to continue and a delinea- 
tion of the therapist’s response if the patient were to 
fall below that weight. 

The therapist introduces the minimum structure 
necessary to safeguard the frame. Before introducing 
any limit, he clarifies what the patient is saying or 
doing that is causing him to introduce the particular 
boundary. This sets the stage for the later analysis of 
the guideline introduced. For example, “Since you are 
telling me that if you don’t return to school you will 
alienate your family and they will withdraw support 
for your treatment, you are indirectly insisting that I 
tell you to go back to school. Why you can’t tell that to 
yourself but rather insist that I do it for you is unclear 
at this moment. It’s something we will have to under- 
stand, but for now, it’s clear you have to return to 
school if you are to be in treatment.” 

The need for the structure should be analyzed as 
soon as sufficient groundwork has been established. 
This allows the patient to understand his motivation 
for projecting responsibility onto the therapist, so that 
he can eventually assume the limit-setting responsibil- 
ity for himself. For example, “Last month I had to 
advise you to go back to school and get your degree 
because at the time it was as if you had deposited in me 
your own concern for yourself, while at the same time 
testing me as to whether I would allow you to go down 
the drain. Now that you’re back in school, I think it’s 
important that we discuss all your feelings about going 
back to school, including the negative ones. And I 
think we should also discuss what it means to you that 
I should have been put into a position of pushing you 
into going back to school.” 

It is important that the patient be instructed that the 
therapist has a range of responses which he can utilize 
when the patient violates or threatens to violate the 
treatment contract. These reactions run the gamut 
from simple confrontation and interpretation within 
the interview situation to suspending a particular 
session or enlisting the aid of others, to finally termi- 
nating the treatment. The therapist should exercise the 
least restrictive measure possible. 
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PATIENT RESISTANCES TO THE CONTRACT 


Borderline patients oscillate between the expectation 
that little will be required of them while much will be 
given to them (those with strong narcissistic features) 
and profound feelings of inadequacy and lack of a 
sense of entitlement (those with strong masochistic 
trends) or else a belief that they will be treated in a 
malevolent fashion, necessitating their protecting 
themselves from others (those with marked paranoid 
tendencies). 

Raising the issue of a contract threatens the patient’s 
precarious sense of self. He may feel his grandiosity 
challenged and his worthlessness confirmed. As Horo- 
witz (13) points out, “to protect against the chaotic 
and despairing experience of entry into states of bad 
self images, the borderline person attempts to use any 
other way of structuring the world that can be stabi- 
lized by even marginal adherence to reality” (p. 552). 
To protect his world, the patient resorts to his charac- 
teristic repertoire of defensive operations, typically 
omnipotent control, projective identification, devalua- 
tion, splitting, and primitive denial. Efforts at setting 
the contract inevitably include confronting the pa- 
tient’s use of these defenses. The following example 
illustrates such a sequence. 


The patient sought treatment with his fourth therapist, 
explaining that his three previous doctors had “quit on him” 
because of his episodic attendance at sessions. When his new 
doctor informed him that he would be expected to come to 
his appointments regularly, the patient responded indig- 
nantly. “How can you expect me to change my behavior 
right away? Isn’t this why I’m coming to you in the first 
place?” The therapist acknowledged his appreciation of the 
patient's dilemma and then asked, “Can you understand that 
if, in fact, you are unable to come to sessions, I am unable to 
help you?” The patient said he intellectually understood but 
insisted that, “I just know you could find some way to bend 
your rules for me. Otherwise, you're just like all my other 
doctors who were more interested in keeping to their own 
schedules than in understanding me.” 

When the therapist confronted the patient with his gran- 
diose wish and suggested a variety of possible structures, 
including hospitalization, to facilitate the patient’s keeping 
appointments, he responded, “It’s true I can’t think of a way 
we can work together if I don’t come to see you, and I know 
that coming into the hospital and several other things you 
suggested might well work. But, if I did that, I feel Pd be 
giving up. Besides, I keep thinking that you're holding out on 
me, and if I keep insisting, you’ll eventually reveal some 
special way to work with me on my schedule.” 


This example illustrates several characteristic dilem- 
mas the therapist faces in his efforts to establish the 
contract. Through the use of splitting, the patient’s 
intellectual comprehension of the impossibility of his 
demand does not influence the rest of his thinking. By 
attributing excessive demandingness and rigidity to the 
therapist, the patient defends against his own vora- 
cious wishes that, through projective identification, are 
now perceived as residing within the therapist. The 
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patient’s unconscious recognition that he must pre- 
serve his fantasy of omnipotent control at all costs, 
even if it means sabotaging the treatment, is illustrated 
by his reference to feeling he would be “giving up” by 
going into the hospital. Finally, the patient alterna- 
tively views himself and the therapist as grandiose and 
devalued. The patient perceives the therapist as cruel, 
withholding his “special way” of conducting therapy 
in a manner that would allow the patient not to have 
to attend; at the same time, the patient sees himself as 
able to magically force the secret out of the therapist. 
An appropriate therapist interpretation would be, “‘Al- 
though you experience me as making outrageous de- 
mands on you, in fact you are the one who is demand- 
ing that I do the impossible. You are asking me to treat 
you even if you don’t show up.” 


COUNTERTRANSFERENCE AS A COMPLICATING 
FACTOR 


The therapist’s reactions may inhibit his ability to 
establish an appropriate contract. The therapist may 
react to the patient or to the process of having to set 
limits. These factors are intimately connected. The 
therapist’s attitude toward setting limits provokes the 
patient’s primitive responses, and the patient’s rage, 
idealization, devaluation, and efforts to control the 
treatment confound the therapist’s ability to set limits. 

What is there about borderline patients that evokes 
such strong countertransference in one or two ses- 
sions? Borderline patients are extremely vulnerable to 
dyadic relationships (14), often have an eerie empathic 
understanding of the vulnerability of others (15), and 
can rapidly mobilize primitive transferences that are 
chaotic, demanding, ambiguous, and oscillating. All 
these factors contribute to making the initial sessions 
confusing for patient and therapist. The therapist’s 
agenda in the initial sessions is to explore in what way 
the two participants might work together, while the 
patient focuses on his predetermined ideas about the 
personality, ambitions, and prejudices of the therapist. 

It is no wonder that the therapist quickly develops 
powerful reactions to the patient. The therapist’s sub- 
sequent behavior derives not only from what the 
patient mobilizes in him but also from his own efforts 
to bring a premature, pseudostabilization to the chaos. 
That is, rather than to stay with and try to sort out the 
multiple projections the patient is bombarding him 
with, the therapist may unconsciously select out one 
response so that he does not have to deal with the 
contradictory reactions he is experiencing. Before the 
therapist can develop even a rudimentary understand- 
ing of who the patient is or what he might want, the 
therapist finds himself assigned a variety of conflicting, 
challenging, and changing roles: He is treated by the 
patient as the good figure, the bad figure, the one who 
must make things better, the agent of the patient’s 
downfall, indifferent, overinvolved, and the last hope. 
Indeed, the therapist’s countertransference reactions 
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frequently mirror the role he has selected from the 
many the patient has assigned him. 

Common therapist responses include a wish to res- 
cue the patient, paranoid concerns about the patient’s 
attacking him, a search for narcissistic gratification in 
the interaction, and/or an unwarranted sense of hope- 
lessness. The following vignettes illustrate how these 
reactions interfere with the therapist’s ability to estab- 
lish an effective treatment plan. 


In assessing a patient who has a history of multiple suicide 
attempts and who reports current impulsive suicidal feelings, 
the therapist does not consider hospitalization as an option 
but immediately feels a strong wish to make himself contin- 
uously available to the patient to protect her from her 
impulses. He believes that were she to go into the hospital, 
the staff would overlook the seriousness of her illness and not 
be as attentive to her as he would. 


An abusive and demanding patient refuses to agree to any 
of the structuring conditions prescribed by the therapist as 
essential preconditions for treatment. The therapist, al- 
though recognizing the need for limits, is afraid to refuse to 
treat the patient, imagining that if he did so the patient's 
family would sue him for malpractice. 


À well-known rock star with a history of drug dealing, 
stealing, and lying is referred to the therapist bv a well- 
known colleague. Feeling intrigued by the patient's glamor- 
ous lifestyle and honored by the colleague's referral, the 
therapist agrees to undertake dynamic psychotherapy with- 
out carefully considering its contraindication in view of the 
patient's severe antisocial behavior. 


A patient reports several abortive experiences in psycho- 
therapy with therapists whom she denigrates, and is devalu- 
ing and condescending to the therapist during the initial 
evaluation. Without inquiring about the nature of her prior 
therapy experiences, the backgrounds of her previous thera- 
pists, or her understanding of what took place, especially in 
relation to her own contribution, the interviewer concludes 
that the patient is not amenable to psychotherapy. 


One of the most important functions of the initial 
contract is to set limits. A therapist who has not 
resolved his own issues about omnipotence, depen- 
dency, or sadism will have difficulty with this aspect of 
the contract. Omnipotent countertransference (16) 
prevents the therapist from recognizing that he re- 
quires something from the patient. Instead he feels that 
he can and should cure the patient all by himself. Such 
a therapist, faced with a patient with a history of 
having been evasive and withholding of crucial infor- 
mation in her previous treatment, would have diffi- 
culty saying, “I insist upon your being open and honest 
with me if I am to help you." To the extent the 
therapist is entangled in his own dependency struggles, 
he may wish to tell the patient, "If you want to kill 
yourself, don’t call me," when, in fact, he needs to tell 
her, “If you feel the desire to kill yourself, you must 
agree to call me." The therapist struggling with his 
own sadistic impulses may attempt to protect himself 
by defensively adopting a permissive attitude toward 
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his patients. Such a therapist will have difficulty dis- 
tinguishing appropriate limit setting from hostility 
directed toward the patient. He would have difficulty 
saying, “If you don’t stop getting pills from other 
doctors, I will have to terminate our work.” 


WHAT IS ACCOMPLISHED 


While the establishment of an appropriate initial 
contract provides the structure to make treatment 
possible, it also challenges distorted representations of 
the patient-therapist interaction. To the extent that the 
therapist demonstrates that he is able to protect him- 
self and the treatment, he communicates to the patient 
that he is separate, beyond the patient’s omnipotent 
control (17), and thus is a potential source of help (18). 
This allows the patient to perceive the therapist as 
capable of containing his projections rather than be- 
coming them. Conversely, to the extent that the patient 
is able to control or destroy the therapist (or his 
activities), he becomes what the patient makes of him, 
is perceived as an extension of the patient, and is 
rendered less effective. 

The contract also establishes the fact that the patient 
bears responsibility for his treatment to whatever 
degree he is capable and that psychotherapy is work 
carried out jointly, each participant having specific 
responsibilities. The therapist who fails to make clear 
to the patient that psychotherapy is a collaborative 
process colludes with the patient's grandiosity (i.e., “I 
can do anything I want with no bad consequences”), 
devaluation (i.e. “I need do nothing because the 
treatment is worthless anyway”), or demand for an 
omnipotent therapist (i.e., “All I have to do is show up 
and you will cure me”). 

The contract not only challenges the patient’s sense 
of specialness and desire to avoid responsibility but 
also addresses the health-seeking aspect of the patient 
that wishes to join with the therapist. By the same 
token, the therapist defines himself as having rights as 
well as responsibilities. In this way, he provides the 
patient with a figure for identification who, over time, 
can aid the patient in forming a more realistic sense of 
his own entitlement. 

Finally, in defining these contractual relationships at 
the outset, the therapist provides a framework against 
which he may later explore treatment-damaging be- 
haviors in the context of the transference. For exam- 
ple, “Before, when we agreed to work together, we 
discussed at length your temptation to alienate your 
parents from you so that they would stop paying your 
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treatment bills, and by your actions, you would de- 
stroy the treatment. Therefore, I find your current 
abuse of your father to be a way of getting at me." 


CONCLUSIONS 


A treatment contract is valuable for stabilizing the 
initial phase of treatment and providing a frame of 
reference for the ongoing examination of threats to the 
continuity of the treatment. Efforts to establish the 
contract elicit the patient's characteristic defenses, 
which can evoke countertransferences that may side- 
track the therapist from completing the task. 
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Depression, Depressive Symptoms, and Depressed Mood 
Among a Community Sample of Adolescents 
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Edwin W. Hoeper, M.D., Colleen M. Corcoran, M.A., Jeanne A. McAllister, M.A., 
Carolyn Fallahi, M.A., Tomas K. Rosenberg, M.A., and John C. Reid, Ph.D. 


Using a structured interview, the authors found 
that the prevalence of major depression and 
dysthymic disorder was 4.7% and 3.3%, 
respectively, in a community sample of 150 
adolescents. All of the adolescents who met the 
criteria for major depression and dysthymic disorder 
had other psychiatric disorders as well; anxiety was 
the most frequent accompanying DSM-III diagnosis. 

(Am J Psychiatry 1987; 144:931—934) 





he latest edition of the Comprehensive Textbook 

of Psychiatry acknowledges a lack of empirical 
data on affective disorders in adolescents in nonclinic 
populations (1), and several researchers have ex- 
pressed concern over this issue (2-4). Prevalence esti- 
mates of affective disorders in adults have been previ- 
ously reported by Weissman and Myers (5) and more 
recently by Myers et al. in a multicenter, NIMH- 
supported study; Myers et al. reported a 6-month 
prevalence rate ranging from 4.6% to 6.5% for all 
affective disorders in adults (6). In a study of a 
preadolescent group, Kashani et al. reported a preva- 
lence of 1.8% for major depression (7). Thus, data are 
available for other age groups; however, extrapolation 
of these data from one age group to another is clearly 
untenable, For instance, in Rutter et al.’s Isle of Wight 
study, the 9- and 10-year-old children, re-examined 4 
years later, demonstrated a threefold increase in the 
depression rate from preadolescence to adolescence 
(8). Rutter et al. also reported that more than 40% of 
the adolescents expressed feelings of depression and 
misery during the interview. Interestingly, self-rating 
revealed feelings of depression much more frequently 
in the adolescents than in their parents, again under- 
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scoring the specificity of affective symptoms with re- 
gard to age (8). 

Although empirical data for estimating the preva- 
lence of depressive disorder have been lacking, data on 
the frequency of depressive symptoms exist. For in- 
stance, Kandel and Davies administered a six-item 
self-report inventory to adolescents (13—19 years) and 
their parents, with female adolescents reporting signif- 
icantly more depressive symptoms than their male 
counterparts. They also found that the adolescents 
reported more symptoms than their parents, and that 
among the parents, mothers had more depressive 
symptoms than the fathers (9). Kaplan et al. have also 
reported on the prevalence of depressive symptoms in 
adolescents, using the Beck Depression Inventory (10). 
Cognizant of the limitations of their study, Kaplan et 
al. stated that “validating the prevalence of major 
depressive disorder in adolescents with a structured 
psychiatric interview in a general adolescent popula- 
tion merits further investigation." 

The purpose of the present study is to fill in some of 
these gaps, namely 1) to determine the existence of 
depressive disorder in a nonclinic sample, and given its 
existence, to determine prevalence rates and identify 
subtypes; 2) to study adolescents who manifest depres- 
sive symptoms but who do not meet the full criteria for 
depressive disorder, in order to explore the entire 
spectrum of depression (11), ranging from the mildest 
forms to full-blown syndromal depression as defined 
by DSM-III; and 3) to specify the coexistence of other 
psychiatric disorders with depression. 


METHOD 


We studied 150 subjects age 14, 15, and 16 years in 
the ninth, 10th, and 11th grades, representing 7% of 
all adolescents attending public schools in Columbia, 
Mo. They were systematically solicited from an initial 
pool of 1,700 to form a total group comprising 50 of 
each age and 75 of each sex. In order to keep the 
homogeneity of the group, only those 14, 15, and 16 
years old who did not change age during the data 
collection period (5 months) were selected. The major- 
ity (about 9595) were Caucasian, and the rest were 
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black or Oriental. Their socioeconomic status, based 
on Hollingshead and Redlich’s two-factor social class 
index, was as follows: class I, 10.7%; class II, 31.3%; 
class III, 29.3%; class IV, 27.3%; and class V, 1.4%. 
Subject participation was solicited by telephone, and 
during the phone interview the study was introduced. 
Every effort was made to keep the acceptance rate 
high. This included conducting an interview at the 
homes of participants and offering a $20 fee as com- 
pensation for their time. These efforts led to an overall 
acceptance rate of 72.4%. During the telephone inter- 
view, socioeconomic status data were all that we could 
obtain from the families who refused to participate. 
The mean socioeconomic status for the refusal subjects 
was 2.9 and for the 150 participants, 2.7 (Mann- 
Whitney U test, p=n.s.). 

Subjects who agreed to participate were scheduled 
for a home interview. Both parents (if available) and 
the adolescents were asked to sign a consent form as 
required by the institutional review board of the 
University of Missouri—Columbia. The adolescent 
and the parents were reassured about the confidenti- 
ality of the data obtained. During the home visit, the 
adolescent was interviewed with the Diagnostic Inter- 
view for Children and Adolescents and the parents 
with the Diagnostic Interview for Children and Ado- 
lescents: Parent Version (12, 13). Since these instru- 
ments do not include dysthymic disorder, we modified 
them, adding questions from DSM-III criteria for 
dysthymic disorder (Z. Welner, personal communica- 
tion, 1985). 

Interviews were conducted by three clinicians with 
M.A. degrees who were Ph.D. candidates in psychol- 
ogy. Interrater agreement of at least 9596 was ob- 
tained, and ongoing supervision of the recording of 
subjects’ responses was continued throughout the 
study. For the first 20 subjects, each interviewer was 
observed by one of the other two, who also recorded 
the subjects’ responses on the interview measure and 
parents’ responses on the parent version. Retraining 
exercises were also conducted after every 30—50 inter- 
views in order to minimize rater drift (14). 

At the end of each interview, the interviewer made a 
clinical judgment as to whether any diagnosis based on 
DSM-III existed and, if so, whether treatment was 
necessary. A “case” was defined as an individual who 
met the criteria for any DSM-III diagnosis and who, in 
the clinician’s judgment, was dysfunctional and needed 
treatment. A child psychiatrist (J.H.K.) reviewed the 
interview data from the adolescents and the parents; 
his agreement with the interviewers on the diagnosis 
and need for treatment was required. Another child 
psychiatrist (G.A.C.) independently reviewed the in- 
formation from the adolescents and their parents, and 
full agreement between the two child psychiatrists 
(J.H.K. and G.A.C.) also was required for diagnosing 
depression cases in this sample. Therefore, any subject 
who had depressive symptoms but for whatever reason 
was not diagnosed as depressed by any of the three 
sources (the clinician or either of the two child psychi- 
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atrists) was included in another group labeled “with 
depressive symptomatology." This group included 
subjects whose interviews indicated the presence of 
symptoms requisite for major depression or dysthymic 
disorder but with 1) insufficient duration of symptoms, 
2) a clinician’s judgment that treatment was not nec- 
essary, or 3) the adolescent's statements during the 
interview that his or her depression did not interfere 
with his or her work (i.e., depressive symptoms re- 
sulted in minimal dysfunction). 


RESULTS 


Of the 150 adolescents, 7 (4.796) were found to 
have major depression. However, all of these subjects 
met the criteria for dysthymic disorder as well. There- 
fore, major depression and dysthymia coexisted in 
these individuals (double depression) (15). Five other 
adolescents (3.396) were also found to meet the criteria 
for dysthymic disorder. Hence, 12 adolescents (two 
boys and 10 girls), or 8% of the total sample, met the 
criteria for some type of depressive disorder on the 
basis of DSM-III. 

In addition, 33 other adolescents (11 boys and 22 
girls) reported depressive symptoms but did not meet 
the requirement for caseness; namely, their depressive 
symptoms did not result in their being dysfunctional, 
nor were they rated as needing treatment. They did, 
however, meet the symptom counts for major depres- 
sion or dysthymic disorder. In this study, this group 
will be referred to as “with depressive symptoms.” 

Finally, 28 adolescents reported dysphoric mood for 
either 2 weeks (N=20) or 1 year (N=8). The remain- 
ing 77 adolescents did not report any type of dysphoric 
mood. 

A comparison of the 12 depressed individuals with 
the 33 who had depressive symptoms failed to show 
significant differences in sociodemographic variables 
such as age, sex, race, socioeconomic status, parents’ 
marital status, and so forth. However, the two groups 
differed in several ways. For instance, every individual 
in the depressed group had another DSM-III diagno- 
sis, whereas only 61% of the group with depressive 
symptoms had an accompanying DSM-III diagnosis. 
In addition, the diagnosis of anxiety disorder was 
significantly more frequent in the depressed group than 
in the group with depressive symptoms (nine of 12 
[75%] versus seven of 33 [21%]; Fisher’s exact test, 
p<.002). 

With regard to the coexistence of a DSM-III diag- 
nosis in the four groups of adolescents, all of the 12 
depressed adolescents had additional diagnoses: 75% 
(N=9) had anxiety disorder, 50% (N=6) had opposi- 
tional disorder, 33% (N=4) had conduct disorder, 
25% (N=3) had alcohol abuse, and 25% (N=3) had 
drug abuse; there were also single cases of mania, 
attention deficit disorder, and enuresis. In the group 
with depressive symptoms (N=33), 61% had a DSM- 
III diagnosis; the three most common were anxiety 
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disorder (21%, N=7), oppositional disorder (18%, 
N=6), and drug abuse (15%, N=5). Of the 28 indi- 
viduals with dysphoric mood, 36% had a DSM-III 
diagnosis; the two most common were anxiety disor- 
der (21%, N=6) and oppositional disorder (18%, 
N=5). Finally, 26% of the remaining 77 subjects were 
found to have a DSM-III diagnosis (i.e., oppositional 
disorder, 10%, N=8; conduct disorder, 9%, N=7; 
and anxiety disorder, 5%, N=4). A comparison of the 
above four groups of adolescents (N=12, 33, 28, and 
77) for additional diagnoses considering ordered cate- 
gories indicated the existence of a significant trend 
(100% versus 61% versus 36% versus 26%; x= 
29.92, df=3, p<.005) (16, 17). 


DISCUSSION 


Data regarding epidemiology of psychiatric disor- 
ders among adolescents remain scanty, despite bur- 
geoning interest in adolescent mental health (4). The 
present study provides information on the prevalence 
of adolescent depression in a community sample of 
adolescents between the ages of 14 and 16, with a 
reported prevalence of 4.7% for major depression and 
3.3% for dysthymic disorder. The reported prevalence 
among adolescents in this study is higher than that 
previously reported for preschoolers (18) and more 
than twice the reported prevalence in school-age chil- 
dren (7). This is in agreement with Rutter, who found 
that depression increased threefold from preadoles- 
cence to adolescence (19). In addition, Rutter et al. (8) 
reported that nearly half of adolescents from a general 
population sample admitted during direct interviews 
to appreciable misery or depression, a finding similar 
to our own (N=73, 48%). However, the prevalence of 
depressive disorders in this study is comparable to that 
found in Myers et al.’s adult study, documenting 
prevalence ranges of 2.2%—-3.5% and 2.1%—3.8% for 
major depression and dysthymic disorder, respectively, 
among a group of 18—24-year-olds (6). 

It is interesting to note that all the adolescents who 
met criteria for depression had other psychiatric dis- 
orders as well. This may be a result of our selection 
process, which required evidence of impairment of 
functioning as well as the need for treatment for each 
case. In each of the three groups of adolescents (those 
with depression, depressive symptoms, or dysphoric 
mood), anxiety disorder was the most frequent accom- 
panying DSM-III diagnosis. 

Although DSM-III describes associated features of 
depression in boys (e.g., grouchiness, negativism, an- 
tisocial behaviors, alcohol and drug abuse), corre- 
sponding associated features in girls are not addressed. 
Since the present study found more girls both in the 
depressed group and in the group with depressive 
symptoms and because anxiety was found to be the 
most common disorder and affect associated with 
depression, this study provides information that is 
lacking in DSM-III. 
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In the present study, additional DSM-III disorders 
correlated positively with increasing severity of depres- 
sion. The reason for this increase in accompanying 
DSM-III disorders is unknown. However, a recent 
study reported by Boyd et al. (20) found that disorders 
which are related to each other according to DSM-III 
were more strongly associated than unrelated condi- 
tions. In general, the tendency toward a co-occurrence 
was such that the presence of any psychiatric disorder 
increased the odds of having any other DSM-III dis- 
order. 

Follow-up of adolescents with depressive symptoms 
is not only of interest but also necessary. Akiskal et al. 
(21) reported that an atypical case of neurotic depres- 
sion, which they consider the most frequent type in 
adolescents, is a precursor to a later clear-cut affective 
disorder. Further study will be necessary to determine 
how many teenagers with depressive symptoms not 
currently impairing their function will later suffer more 
pervasively from their symptoms. 
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L-Dopa Challenge and Relapse in Schizophrenia 


Michael Davidson, M.D., Richard S.E. Keefe, B.A., Richard C. Mohs, Ph.D., 
Larry J. Siever, M.D., Miklos F. Losonczy, M.D., Ph.D., Thomas B. Horvath, M.D., 
and Kenneth L. Davis, M.D. 


Neuroleptic administration has been shown to be 
superior to placebo in prolonging schizophrenic 
remission. However, individual patients are able to 
maintain long periods of remission in the absence of 
neuroleptic treatment, while others relapse soon after 
neuroleptic withdrawal. This study attempted to 
predict time to relapse in 28 schizophrenic patients 
withdrawn from neuroleptics and challenged with 
L-dopa for 7 days, then followed until relapse. Time 
to relapse correlated significantly with 
L-dopa-induced increase in BPRS score (p=.006). 
Five of six patients who responded to L-dopa 
relapsed within 4 weeks after L-dopa administration, 
while only four of 22 who did not respond relapsed 
in a comparable period. 

(Am J Psychiatry 1987; 144:934—938) 


S chizophrenia is a chronic disorder, with most pa- 
tients attaining a state of remission, only to relapse 
at a later time. Both reaching and maintaining a 
remission are facilitated by neuroleptics (1). Unfortu- 
nately, chronic neuroleptic administration has poten- 
tially irreversible adverse effects such as tardive dyski- 
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nesia (2) in addition to extrapyramidal side effects (3, 
4). On the other hand, frequent schizophrenic relapse 
can be painful to the patient and results in deteriora- 
tion of an already damaged social network. These 
considerations call for a careful assessment of the 
benefits and risks of neuroleptic maintenance in each 
individual patient. A clinical tool that would be able to 
distinguish between patients who, on withdrawal of 
neuroleptic medication, will experience a rapid relapse 
and those who can maintain a prolonged state of 
remission without medication would greatly assist the 
clinician in this assessment. 

Several clinical studies in which schizophrenic pa- 
tients were challenged with indirect dopamine agonists 
like amphetamine (5, 6) or methylphenidate (7) indi- 
cated that patients in whom those drugs produced 
transient symptom activation are more likely to expe- 
rience rapid relapse than are patients in whom dopam- 
inergic drugs had little or no detrimental effects. These 
results are consistent with a hypothesis suggesting that 
patients who fail to buffer an acute dopaminergic 
challenge might be more prone to rapid and frequent 
relapses. 

This study is an attempt to predict time to relapse in 
schizophrenic patients withdrawn from neuroleptic 
medication and challenged with L-dopa for 7 days. 


METHOD 


Twenty-eight male schizophrenic outpatients partic- 
ipated in this study. Chronic medical illnesses, alcohol 
and drug abuse, and a history of suicidal behavior 
were reasons for exclusion from the study. The mean 
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TABLE 1. Characteristics of 28 Schizophrenic Patients Withdrawn From Neuroleptics and Challenged With L-Dopa 





Total BPRS Score 


Months 
Age at Stable Before Change Weeks From 
Age Onset Number of | Monthsin Neuroleptic During r-dopa — r-Dopa Challenge 
Patient Diagnosis (years) (years) Hospitalizations Hospital Withdrawal Baseline Challenge to Relapse 
1 Undifferentiated 31 20 2 42 36 37.5 10.0 9 
2 Residual 22 20 4 14 33 32.0 0 10 
3 Paranoid 61 33 3 144 180 33.0 1.5 13 
4 Not currently ill 23 21 2 7 14 27.0 2.0 12 
5 Not currently ill 32 21 3 2 15 29.0 2.0 5 
6 Residual 26 18 7 36 36 32.0 2.0 5 
7 Residual 27 20 5 36 48 34.5 6.5 2 
8 Paranoid 36 28 — — — 33.5 16.5 0 
9 Residual 39 30 5 5 23 33.0 8.5 19 
10 . Residual 40 24 9 11 60 39.5 0.5 3 
11 Residual 32 — — — — 26.5 2.0 8 
12  Notcurrently ill — 47 28 6 49 84 30.5 2.5 4 
13  Notcurrently ill — 49 19 9 28 7 24.0 0.5 34 
14 | Notcurrenty ill 51 18 12 19 3 25.0 15.0 1 
15 Residual 35 29 7 13 10 22.0 16.0 12 
16 Paranoid 39 20 8 40 8 44.5 14.5 2 
17 Residual 23 21 2 7 3 28.0 5.5 2 
18 Paranoid 27 24 3 21 24 30.5 13.5 2 
19  Schizoaffective 26 20 5 8 7 24.5 14.0 3 
20  Notcurentlyill — 57 32 6 9 — 23.5 13 14 
21 Residual 34 21 9 29 14 22.5 10.5 8 
22 Undifferentiated — 27 22 1 5 49 35.5 4.0 52 
23 Residual 23 18 5 12 6 34.5 8.5 17 
24 Residual 60 25 — — 8 25.0 3.5 17 
25 Residual 42 23 10 30 3 33.0 19.0 1 
26 Residual 42 34 3 2 60 23.5 7.0 10 
27 Not currently ill 31 26 0 0 14 20.5 3.0 15 
28 Residual 41 27 2 2 60 26.5 0 10 


SD age was 34.7+11.1 years (range=22-61). The 
diagnosis of schizophrenia was assigned after a Sched- 
ule for Affective Disorders and Schizophrenia (SADS) 
(8) interview was conducted by two raters who ob- 
served the same interview. The kappa coefficient cor- 
relation between the two raters for the Research 
Diagnostic Criteria (RDC) (9) was 0.86. Throughout 
the study, severity of symptoms was assessed by two 
independent, reliable raters (intraclass correlation 
0.95) with the Brief Psychiatric Rating Scale (BPRS) 
(10). Seven patients met the RDC for “not currently 
mentally ill” and had a past diagnosis of schizophre- 
nia, 14 patients met the criteria for residual schizo- 
phrenia, and an additional seven met the criteria for 
other subtypes of schizophrenia but by clinical judg- 
ment and past history were in a state of remission as 
contrasted with their periods of acute exacerbation 
(see table 1). Patients were judged to be in a “stable” 
period of relative remission if they 1) had lived in the 
community without hospitalization for at least 3 
months before entering the study and 2) had BPRS 
scores that were within 12 points of each other during 
four weekly ratings performed before neuroleptic 
withdrawal. The mean+SD BPRS score for the 28 
patients was 30.0+6.0. 

After a full explanation of the study, including the 
risks of neuroleptic discontinuation and L-dopa ad- 
ministration, all patients gave informed consent to 
participate in the study. Patients were told that during 
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different stages of the study they would receive flu- 
phenazine or fluphenazine placebo. Hence, throughout 
the study the investigator knew that the patients were 
receiving placebo, but the patients were unsure. At 
least 8 weeks before L-dopa administration patients 
were placed on a regimen of fluphenazine equivalent to 
that of their prior neuroleptic; the regimen was 
changed to fluphenazine placebo for the last 4 weeks 
before L-dopa challenge. Stability ratings with the 
BPRS were performed at weekly intervals throughout 
the 8 weeks before L-dopa challenge, and patients who 
had an increase in BPRS scores exceeding 12 points 
between any 2 weeks were considered unstable and 
excluded from the study. 

All patients were admitted to the Special Treatment 
Unit of the Bronx Veterans Administration Medical 
Center at least a week before L-dopa administration. 
The r-dopa challenge consisted of administering L- 
dopa and carbidopa, 250 mg and 25 mg, respectively, 
four times a day for 7 days to patients who had been 
neuroleptic free for a mean of 30 days. BPRS scores 
were obtained on days 3, 6, and 7 during the 1-dopa 
challenge. The criteria for “positive response" to L- 
dopa were arbitrarily preestablished as a 12-point 
increase in total BPRS score. Patients in whom L-dopa 
produced no change in BPRS score or a change lower 
than 12 points were considered "negative responders." 
Change in positive schizophrenic symptoms during the 
L-dopa challenge was determined by summing the 
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FIGURE 1. Time to Relapse and Change in Total BPRS Score of 28 
Schizophrenic Patients Withdrawn From Neuroleptics and Chal- 
lenged With L-Dopa? 
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Significant correlation between change in BPRS score and weeks to 
relapse (r7 —.339, p.078). 
Dot represents two patients. 


FIGURE 2. Log Time to Relapse and Change in Total BPRS Score of 
28 Schizophrenic Patients Withdrawn From Neuroleptics and Chal- 
lenged With L-Dopa? 


LOG-TRANSFORMED WEEKS FROM 
L-DOPA CHALLENGE TO RELAPSE 
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?Significant correlation between change in BPRS score and log- 
transformed weeks to relapse (r7 —.510, p.006). 
Dot represents two patients. 


changes in the item scores of factors 3, 4, and 5 of the 
BPRS. These factors consist of the following: thought 
disturbance (conceptual disorganization, grandiosity, 
hallucinatory behavior, and unusual thought content), 
activation (tension, mannerisms, posturing, and excite- 
ment), and hostile suspiciousness (hostility, suspicious- 
ness, and uncooperativeness). Change in negative 
schizophrenic symptoms was determined by summing 
the changes in the BPRS items of emotional with- 
drawal, blunted affect, and motor retardation. 

After L-dopa challenge, patients were discharged 
into the community on a regimen of fluphenazine 
placebo and were rated at weekly intervals for 52 
weeks or until they relapsed. The raters were blind to 
the results of the L-dopa challenge. Relapse was de- 
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FIGURE 3. Prediction of Time to Relapse by Change in BPRS 
Negative Symptom Score for 28 Schizophrenic Patients Withdrawn 
From Neuroleptics and Challenged With L-Dopa 
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?Bars indicate mean SE. 
Significant difference in relapse between the two groups of subjects 
(12.71, df=24.13, p.01). 


fined as 1) an increase in BPRS score of at least 12 
points on two consecutive weekly ratings or 2) an 
increase in BPRS score of at least five points on two 
consecutive weekly ratings and the opinion of the 
treating psychiatrist that inpatient care was required. 


RESULTS 


Figure 1 illustrates the significant relationship be- 
tween the greatest total BPRS change during the L- 
dopa challenge and weeks to relapse after the chal- 
lenge. As apparent from figure 1, only two subjects did 
not relapse during the first 20 weeks of the study. 
Because of the lack of linearity of the relationship 
between time to relapse and temporary symptomatic 
worsening during L-dopa challenge, and due to the 
nonnormal distribution of the data, log-transforma- 
tion of weeks to relapse was performed and the 
relationship between time to relapse and change in 
BPRS score during L-dopa challenge was recalculated. 
The resultant negative correlation between total BPRS 
change during the challenge and log-transformed 
weeks to relapse, as shown by figure 2, was quite 
robust. 

Negative responders (N=22), subjects in whom 
L-dopa did not produce an increase in total BPRS score 
of at least 12 points, remained drug free and stable 
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without requiring hospitalization for a mean+SD of 
12.1x 11.5 weeks, while positive responders (N=6), in 
whom L-dopa did produce an increase of at least 12 
points, relapsed in a mean of 3.34.4 weeks (t= 
—2.90, df=22.62, p.008). A Fisher's exact test re- 
vealed that negative responders to L-dopa were signif- 
icantly more likely than positive responders to remain 
stable in remission for 8 weeks or longer (p=.036) or 
4 weeks or longer (p.006). 

Change in negative schizophrenic symptoms during 
L-dopa challenge, as determined by a sum of the BPRS 
items measuring emotional withdrawal, blunted affect, 
and motor retardation, predicted time to relapse. 
There was a significant negative correlation with log- 
transformed values of weeks to relapse and change in 
negative symptom score during the L-dopa challenge 
(r7 —.374, p=.05). Change in negative symptoms was 
also able to predict time to relapse when analyzed as a 
dichotomous measure. Subjects whose scores for the 
three negative-symptom BPRS items increased two 
points or more during L-dopa challenge (N=8) met the 
criteria for relapse in a mean+SD of 4.53.4 weeks, 
while subjects whose negative symptom scores did not 
increase two points (N=20) did not meet the criteria 
for relapse until a mean of 12.9+12.4 weeks (see figure 
3). In contrast, the L-dopa-induced change in positive 
symptoins, analyzed as both a continuous and a di- 
chotomous measure, did not demonstrate a significant 
relationship with time to relapse. Other descriptive 
measures, such as age, baseline drug-free BPRS total 
score before L-dopa administration, age at onset, time 
in hospital, number of hospitalizations, and presence 
of tardive dyskinesia, as well as phenomenological 
variables, were not related to time to relapse. 


DISCUSSION 


A 12-point change on the BPRS scale any time 
during the 1-week course of L-dopa administration 
was an accurate prognostic indicator of the likelihood 
of relapse over the next 4 weeks. Of the 28 patients, 23 
were correctly classified. Five of six patients who 
experienced a 12-point increase while receiving L-dopa 
relapsed within 4 weeks from the time of L-dopa 
administration, whereas only four of 22 patients 
whose increase in the BPRS score was less than 12 
points relapsed in a comparable period. Although the 
ability of the L-dopa trial to predict relapse over a 
subsequent 8-week period was somewhat less than for 
4 weeks, it nonetheless reached a statistically signifi- 
cant level with 20 correct classifications. However, 
beyond 8 weeks the L-dopa trial was no real guide as to 
the patient’s prognosis. 

It was somewhat surprising to note that L-dopa 
increased negative symptoms. In fact, like the total 
BPRS score, change in negative symptoms, but not in 
positive symptoms, correlated with the log of weeks to 
relapse. The most simplistic explanation for these 
observations is that with exacerbation of positive 
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symptoms, there was a secondary worsening in nega- 
tive symptoms. However, the possibility that augment- 
ing dopaminergic activity can worsen negative symp- 
toms, as a primary and not a secondary event, is 
intriguing and underlies a general ignorance about the 
relationship between dopaminergic neurotransmission 
and symptoms. 

An acute challenge with amphetamine (5, 6) or 
methylphenidate (7) has also been used to predict the 
time of relapse of schizophrenic patients in a árug-free 
state. This acute challenge strategy has been Hezer ab'e 
to predict patients who would do poorly than patients 
who would do well (5). In contrast, at least :hrough 4 
weeks after a 1-week challenge with L-dopa, the L- 
dopa-induced change in the BPRS score was approxi- 
mately equal in predicting good and poor prognosis. 
Perhaps this somewhat greater accuracy of L-dopa can 
be accounted for by its more specific involvement in 
the dopaminergic metabolism in comparison to am- 
phetamine and amphetamine-like compounds. Fur- 
thermore, the chronic administration of L-dopa, versus 
a single challenge with amphetamine, might have 
increased the predictive power of the r-dopz test. 

Some aspects of this study were not ideal. Neuro- 
leptics were discontinued on a single-blind basis, with 
staff being aware of when fluphenazine placebo was 
substituted for fluphenazine. In addition, bot: patients 
and staff were cognizant of when L-dopa was being 
administered. The intense scrutiny that patients under- 
went during the week-long L-dopa trial raay have 
added to their anxiety and been reflected in the BPRS 
scale. Thus, in a very real sense, patients were being 
challenged not only by L-dopa but by an ariificially 
induced stressful situation. It is impossible to ascertain 
whether this additional nonpharmacologica! factor 
increased or decreased the precision of the i2-point 
BPRS change to predict subsequent relapse. 

The vast majority of patients returned tc baseline 
levels of psychopathology, as assessed by the BPRS 
scale, after the discontinuation of L-dopa. However, a 
few patients did not, and indeed their relapse could be 
said to have begun concomitant with L-dopa zdminis- 
tration and continued with the discontinuation of the 
drug. It seems likely that L-dopa played a role in 
bringing on relapse in these few patients or caused 
some form of sensitization to psychosis. However, 
without a placebo L-dopa group it is impossible to 
know how many patients would have relapsed during 
this time period had L-dopa not been administered. 

The rate of tardive dyskinesia in patients wao have 
received chronic neuroleptics for over a year is esti- 
mated at approximately 396 per year (11). The expres- 
sion of these abnormal involuntary movements is the 
major detriment to the otherwise beneficial use of 
neuroleptics in the acute and chronic treatment of 
schizophrenia. Thus, strategies that can predict the 
likelihood of relapse in a drug-free period have obvi- 
ous utility. Results from the present study indicate that 
for at least 4 weeks, beginning with a 1-weck L-dopa 
trial, the course of patients can be reasonably well 
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estimated and that acceptable levels of accuracy may 
even exist for an 8-week period. However, further 
refinements in this approach will be needed before a 
pharmacological challenge could be considered to 
guide neuroleptic withdrawal. 
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Athletic Amenorrhea, Major Affective Disorders, 
and Eating Disorders 


Warren J. Gadpaille, M.D., Charlotte Feicht Sanborn, Ph.D., 
and Wiltz W. Wagner, Jr., Ph.D. 


While studying amenorrheic runners, the authors 
became aware of psychiatric differences between 
them. Psychiatric interviews of 13 amenorrheic and 
19 regularly menstruating runners revealed that of 
the amenorrbeic runners, 11 reported major affective 
disorders in themselves or in first- and second-degree 
relatives and eight reported eating disorders in 
themselves. Among the regularly menstruating 
runners, however, there were no eating disorders or 
major affective disorders, and only one bad 
first-degree relatives with major affective disorders. 
These data suggest a link between atbletic 
amenorrbea in runners, major affective disorders, 
and eating disorders. 

(Am J Psychiatry 1987; 144:939—942) 


I: a study of the diets of amenorrheic and regularly 
menstruating long-distance runners (1), we were 
struck by the obsessive preoccupation with diet in the 
amenorrheic subjects. The amenorrheic runners also 
seemed more prone to emotional disturbance if any- 
thing interfered with their running regimen than did 
their regularly menstruating counterparts. We per- 
ceived a possible parallel between athletic amenorrhea 
and anorexia nervosa, with its secondary amenorrhea 
and preoccupation with diet and minimal body weight, 
as potentially relevant to the runners' secondary amen- 
orrhea. Some male “obligatory runners" have been 
shown to have psychological profiles similar to those 
of women with anorexia nervosa (2). Preliminary 
psychiatric evaluation of a few amenorrheic and regu- 
lar runners serendipitously revealed major affective 
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disorders in the amenorrheic runners and their families 
as well as frank eating disorders in themselves. The 
more extensive study reported here was designed to 
explore the nature and extent of psychiatric differences 
between the two groups rather than to test preexisting 
hypotheses. 


METHOD 


Our subjects were 13 amenorrheic and 19 regularly 
menstruating runners. They were paid volunteers re- 
cruited from the Boulder/Denver area, and informed 
consent was obtained from each subject. Requirements 
were that they ran at least 35 miles/week, had never 
borne a child, and had not taken oral contraceptives 
within the 6 months before the study. To qualify as 
regularly menstruating, they must have had 12 peri- 
ods/year lasting for 3—7 days at 23—33-day intervals. 
To qualify for the amenorrheic group, they must have 
had a history of regular menstrual cycles that were 
established within 18 months following menarche, 
training that had begun before amenorrhea developed, 
not more than three periods/year, and not more than 
one period in the 6 months before the study. 

The obvious difficulty in obtaining an adequate 
number of subjects meeting such rigid criteria pre- 
cluded selection of specifically matched control sub- 
jects; no volunteers who met the criteria were ex- 
cluded. Rigorous inclusion of all qualified subjects 
obviated selection bias for psychiatric profile. 

All subjects were interviewed by a psychiatrist 
(W.].G.) for 90 minutes. Interviews were structured to 
include menstrual history; personal and family history 
of medical and psychiatric illness; family, social, and 
marital relationships; running history and its personal 
meaning; dietary status; and self-concepts. The major- 
ity of the interviews were tape-recorded and indepen- 
dently reviewed by a second investigator (W.W.W.). 
The subjects were the sole informants. The interviews 
were of sufficient depth to permit a diagnostic impres- 
sion of each subject; DSM-III criteria were used. 
Regarding family history of psychiatric conditions, 
when the subject could describe a relative’s behavior 
and symptoms on the basis of personal observation in 
sufficient detail to meet DSM-III criteria, a presump- 
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TABLE 1. Characteristics of 13 Amenorrheic Runners and 19 Regularly Menstruating Runners 


Amenorrheic 
Runners 

Characteristic Mean SD 
Current age (years) 25.5 5.5 
Age at menarche (years) 13.4 1.7 
Miles run/week 45.1 77 
Weight (kg) 49.31 3.9 
Height (cm) 162.44 5.6 
Body fat (96) 15.8 42 


Regularly Menstruating 


Runners Analysis of Variance 
Mean SD F df p 
28.8 5.4 2.86 1,30 2.05 
13.9 2.0 0.48 1,29 2.05 
47.8 10.4 0.62 1,30 2.05 
$3.9 4.5 7.39 1,25 «05 
161.8 8.8 0.03 1,25 >05 
18.1 5.0 146 1,25 2.05 


TABLE 2. Eating Disorders, Major Affective Disorders, and Family History in 13 Amenorrheic Runners and 19 Regularly Menstruating 


Runners 
Amenorrheic 
Runners 
Variable N % 
Eating disorders 8 6 
Bipolar disorder or major depression 3 23 
First- or second-degree relatives with major 
affective disorder? 10 77 


Regularly Menstruating 


Runners Chi-Square Analysis 
N 9 x df p 
0 0 12.48 1 «001 
0 0 2.50 1 05 
1 $5 14.54 1 «001 


*The 13 amenorrheic runners reported on 71 first- and 49 second-degree relatives; the 19 regularly menstruating runners reported on 85 first- 


and 69 second-degree relatives. 


tive diagnosis was made. At times the subject knew of 
a relative’s diagnosis and some details of treatment 
such as psychiatric treatment modalities, hospitaliza- 
tions, and medications. To make a presumptive diag- 
nosis of a major affective disorder, either the reported 
diagnosis or the subject’s description had to include at 
least one of the following criteria: psychiatric hospi- 
talization with treatment by antidepressants, lithium, 
or ECT; prolonged outpatient treatment with antide- 
pressants, lithium, or ECT; suicide or suicide attempts 
arising out of symptoms of a major affective disorder; 
or incapacitation in the context of such symptoms and 
treatment. 

Percent body fat was measured by using underwater 
weighing. The weight of each subject was determined 
in air (Wa) on a beam scale accurate to 100 g 
(Accu-weigh). The subjects exhaled maximally to re- 
sidual volume while submerged underwater. Their 
weight underwater (Ww) was measured with a Chatil- 
lon scale accurate to 10 g. The mean of the last three of 
10 trials was accepted as the underwater weight (3). 
Preceding the underwater weighing, pulmonary resid- 
ual volume (RV) was determined with a nitrogen 
analyzer (Hewlett Packard Model 4720A) by using the 
method of Wilmore (4). The average of two trials was 
used in the calculations. None of the subjects had 
exercised for at least 8 hours or had eaten for at least 
4 hours before the test. 

By accounting for subjects’ water density (Dw), their 
body density (5) was calculated by using the following 
equation: 


Body density (g/ml)=Wa/[(Wa—Ww/Dw)—-RV}. 
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From body density, percent body fat (6) was calcu- 
lated by using the following equation: 


Percent body fat=[(4.570/body density)—4.1421x 100. 


Lean body weight was computed by using the fol- 
lowing equation: 


Lean body weight=body weight—fat weight. 


Analysis of variance was used to determine the 
differences between the characteristics of the regularly 
menstruating and amenorrheic runners. Chi-square 
tests (2X2) were used to determine the differences 
between the incidences of personal and family history 
of major affective disorders and of eating disorders of 
the regularly menstruating and amenorrheic runners. 
Statistical significance was set at p<.05. 


RESULTS 


The regularly menstruating group and the amenor- 
rheic group were not statistically different in age, age 
at menarche, miles of training/week, and height (table 
1). Although there was a significant difference in body 
weight between the two groups, the percentage of 
body fat was similar (table 1). 

The results we report here are restricted to the 
incidence of personal and family history of major 
affective disorders and of eating disorders. Table 2 
indicates that the rate of major affective disorders in 
amenorrheic runners and in their first- and second- 
degree relatives and the rate of eating disorders in the 
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runners were significantly higher than they were in the 
control subjects or their relatives. It is interesting to 
note that the rates of major affective disorders in the 
two groups of runners themselves did not reach statis- 
tical significance. However, it was only among the 
amenorrheic runners that there were any diagnoses of 
major affective disorder (23%). 


DISCUSSION 


There are obvious limitations to this preliminary 
study. The numbers of subjects and control subjects 
were limited by the stringent selection criteria, but the 
groups were large enough to permit statistical compar- 
ison. Subjects and control subjects were not purposely 
matched, but analysis revealed that matching was 
indeed obtained. All interviewing was done by a single 
investigator who was exploring all aspects of personal 
and family history; he was not blind to subjects’ 
menstrual or dietary history while pursuing further 
information about the subject herself or her family. 
Since the study’s purpose was to explore the possibility 
of links between various disorders and to develop 
rather than to test hypotheses, blindness could not be 
a part of such a design. Bias in the pursuit and 
interpretation of data could well have intruded as 
correlations began to appear, despite efforts to remain 
objective. Replicative studies could be designed to 
correct for any such bias. Another potential source of 
error is that the relatives themselves were not inter- 
viewed, and no objective data such as medical records 
were obtained. All family history data were gathered 
from the subjects. However, the family history method 
has been shown to underestimate the incidence of 
psychiatric illness in family members when compared 
with direct interviewing of family members (7-9). 
Therefore, if the findings of this study are in error, the 
true prevalence of major affective disorders in family 
members is likely to be higher rather than lower than 
that reported here. 

The clustering of eating disorders and major affec- 
tive disorders in amenorrheic runners and their virtual 
absence in regularly menstruating control subjects 
raises some interesting speculations. Amenorrhea is an 
essential feature of anorexia nervosa but does not 
always occur in bulimia. There is considerable evi- 
dence linking eating disorders with major affective 
disorders. There is a statistically significant incidence 
of major affective disorders in family members of ano- 
rexic patients (10-13), and a follow-up study of ano- 
rexic patients (14) found that at least 40% were 
diagnosed as having a major affective disorder of the 
depressive type. Major affective disorders and ano- 
rexia nervosa have significant correlations between 
shared genetic markers (14), disturbances of endocrine 
function and neurotransmitter metabolites (15—21), 
and EEG sleep disorders and sleep recordings (22, 23). 
Chemotherapy that is effective in the major affective 
disorders has also been successful in the treatment of a 
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substantial number of anorexic and bulimic patients 
(24-27). There is some indication that bulimic patients 
more frequently show depressive symptoms (28—30). 

In addition to the finding of a diagnosable eating 
disorder in 62% of the amenorrheic runners, con- 
trasted with none in the regularly menstruating run- 
ners, there are several other parallels between the 
amenorrheic group and patients with anorexia ner- 
vosa—e.g., low food intake, ritualized dietary habits, 
heightened energy and activity, secondary amenor- 
rhea, and compulsive behavior. The fact that 12 of the 
13 amenorrheic runners were vegetarians, compared 
with only three vegetarians among the 19 regularly 
menstruating runners, is a further instance of atypical 
eating patterns in the amenorrheic group (1). Although 
the amenorrheic runners appeared thin, their mean 
SD weight (49.1+3.9 kg) was surprisingly high for 
their height (162.4+5.6 cm); this body weight came 
from a high lean mass of 41.343 kg. If they had not 
developed such musculature from their heavy training 
schedules, they would have been expected to weigh 
substantially less and thereby display the more emaci- 
ated appearance associated with anorexia. 

It is possible that at least a subset of amenorrheic 
runners represents a variant of anorexia nervosa and/ 
or major affective disorder, given the significant corre- 
lation found in this study among these three condi- 
tions. (Although secondary amenorrhea is by defini- 
tion a symptom of anorexia nervosa, its relevance in 
affective disorders has not been shown.) A further 
possibility is that compulsive running among the amen- 
orrheic subjects is a defense, not always successful, 
against one of the other disorders. Running has been 
shown to ameliorate psychogenic depression (31), 
perhaps through endorphin release (2, 32). Fifty-four 
percent of the amenorrheic group reported becoming 
severely dysfunctional, with symptoms of depression 
and agitation, when unable to run, contrasted with 3% 
of the control group. A still further speculation is that 
some proportion of cases of athletic amenorrhea, 
eating disorders, and major affective disorders may 
constitute a spectrum of clinically, biologically, and 
genetically related conditions associated with mono- 
amine disorders of the CNS. 

The speculations arising from the data of this study 
are amenable to testing. For example, athletic amen- 
orrhea may, like a substantial portion of eating disor- 
ders, respond to the accepted pharmacotherapy of 
affective disorders. The distress of amenorrheic run- 
ners who want children, the life- and health-threaten- 
ing severity of eating disorders and of the major 
affective disorders for which they may be at greater 
than expected risk, and the frequency of media and 
anecdotal reports of suicide among driven, compulsive 
runners suggest that this condition may not be simply 
a benign, incidental side effect of intense training. 
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Absence of Carbamazepine-Induced Hyponatremia 
Among Patients Also Given Lithium 


Victor Vieweg, M.D., J.L. Glick, M.D., Shirley Herring, R.N., 
Robin Kerler, Ph.D., Lirida S. Godleski, M.D., Jack Barber, M.D., 
Glenn Yank, M.D., and Wilford Spradlin, M.D. 


Of 33 chronically psychotic patients in a state 
hospital, 17 received carbamazepine, 13 received 
carbamazepine and lithium, and three received 
carbamazepine and then the combination. There was 
a significant difference in serum sodium level 
between the patients receiving carbamazepine alone 
(mean+SD=138.4+4.3 meqlliter) and those also 
receiving lithium (141.8+1.6 meqlliter). (A similar 
difference was seen for the patients who received the 
two treatments serially.) Age, sex, diagnosis, age at 
diagnosis, seizure disorder, antipsychotic drugs, and 
serum carbamazepine level did not explain this 
difference. The protection against hyponatremia 
provided by the carbamazepine-lithium combination 
occurred despite lithium’s tendency to increase 
polyuria. 

(Am J Psychiatry 1987; 144:943—947) 


ince the introduction of carbamazepine to clinical 

medicine in 1962, multiple applications have 
evolved, including treatment of patients with trigemi- 
nal neuralgia, CNS injury, dystonic disorders, partial 
complex seizures, generalized seizures, interictal per- 
sonality disorders, psychosis, paraphilias, various af- 
fective states (including bipolar disorder), chronic pain 
syndromes, impulse dyscontrol, and diabetes insipidus 
(1-9). Multiple reports implicating carbamazepine in 
the syndrome of inappropriate antidiuresis have also 
appeared (10-14). 

Our recent interest in patients with psychosis, inter- 
mittent hyponatremia, and polydipsia (PIP syndrome) 
(15-32) has stimulated us to look for various causes of 
hyponatremia among institutionalized chronically psy- 
chotic patierits. In our search for causes we have also 
sought treatments for hyponatremia. Since lithium has 
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been used effectively to treat patients with the syn- 
drome of inappropriate antidiuresis (33, 34) as well as 
patients with various affective states, we reviewed the 
serum sodium and urinary specific gravity measure- 
ments of a group of institutionalized chronically psy- 
chotic patients who received carbamazepine and a 
group who received a combination of carbamazepine 
and lithium. The latter group had fewer episodes of 
hyponatremia and a higher mean serum sodium level 
than the former group. The clinical implications of our 
findings are discussed. 


METHOD 


We reviewed the hospital charts in one of the 
chronic care units at Western State Hospital for the 
period January to December 1984. From the 120 
charts reviewed, 33 patients were found who had at 
least three simultaneously obtained measurements of 
serum sodium and carbamazepine levels. Of these 33 
patients, 17 received carbamazepine, 13 received car- 
bamazepine and lithium, and three received carba- 
mazepine and then the combination of carbamazepine 
and lithium. DSM-III criteria were used to establish 
the diágnoses. The distributions of diagnoses and sex 
were similar in the first two groups; the spectrum of 
diagnoses included organic affective disorder, schizo- 
affective disorder, major depression with psychosis, 
and bipolar disorder (manic-depressive illness). The 
indications for drug administration included these 
diagnoses plus generalized seizures and partial com- 
plex seizures. The prevalence of seizure disorders was 
similar in the two groups. 

The information obtained about each patient in- 
cluded age, sex, diagnosis, age at diagnosis, presence 
or ábsence of seizures, medicines received, serial simul- 
taneous measurements of serum sodium and carba- 
mazepine levels, and the lowest early morning urinary 
specific gravity. All patients had been treated with 
carbamazepine or carbamazepine plus lithium for at 
least 2 weeks before determination of the serum so- 
dium and carbamazepine levels used in our statistical 
analysis. Fluorescence polarization was the method 
used for carbamazepine level determinations (35). For 
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the 16 patients receiving lithium, the serum values 
ranged between 0.6 and 1.2 meg/liter. All 33 patients 
received antipsychotic drugs during the course of this 
study. There was no significant difference in mean+ 
SD chlorpromazine equivalency levels between the 
patients receiving carbamazepine alone (2143+1922 
mg/day) and those receiving carbamazepine and lith- 
ium (2027+1749 mg/day). 

Correlations among age, age at diagnosis, urinary 
specific gravity, serum sodium level, and serum carba- 
mazepine level were sought with the Pearson product- 
moment correlation coefficient. Differences between 
group means were examined with the unpaired t 
statistic. Differences between the mean values for the 
three pátients who received carbamazepine then car- 
bamazepirie plus lithium were examined with the 
paired t statistic. 


RESULTS 


There was no correlation between simultaneously 
measured serum sodium and carbamazepine levels for 
the patients who received carbamazepine alone (r= 
—.112) or those who received carbamazepine plus 
lithium (r=.085) (table 1). This observation also held 
true for the three patients who received carbamazepine 
and then carbamazepine plus lithium (table 2). 

There was no significant difference (unpaired t sta- 
tistic) between the patients who received carbamaze- 
pine alone and those who received the carbamazepine- 
lithium combination in age (t=—0.454, df=28, p> 
.50), age at diagnosis (t=0.044, df=28, p>.5), or 
serum carbamazepine level (t-—1.126, df=28, p= 
.269) (table 1). There was a tendency for polyuria to 
increase (t=1.675, df=28, p=.102) during lithium 
coadministration; the mean urinary specific gravity 
values for the two groups were 1.014 and 1.010, 
respectively. However, there was a clear difference 
(t=—2.803, df=28, p=.009) in serum sodium levels 
between the two groups. For the patients receiving 
carbamazepine only, individual serum sodium levels as 
low as 113 meg/liter were recorded and were associ- 
ated with generalized seizures. For the patients receiv- 
ing carbamazepine and lithium, individual serum so- 
dium levels as low as 132 meg/liter were recorded. 

Table 2 shows the mean serum sodium and carba- 
mazepine levels of the three patients who received 
carbamazepine and then carbamazepine plus lithium. 
The mean values for urinary specific gravity during the 
two treatments were 1.012+0.008 and 1.008+0.001, 
respectively. There was a difference (t=—6.269, df=2, 
p=.021) between the serum sodium levels during the 
two treatments. 


DISCUSSION 


Our data demonstrate that chronically psychotic 
patients receiving the combination of carbamazepine 
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TABLE 1. Serum Sodium and Carbamazepine Levels of Chronically 
Psychotic Patients Treated with Carbamazepine or Carbamazepine 
Plus Lithium 


Mean Serum Mean Serum 
Age Sodium Level Carbamazepine 
Patient (years) Sex  (meg/liter) Level (g/ml) 
Carbamazepine 
alone . 
1 59 F 131.5 6.8 
2 30 M 131.5 5.7 
3 58 F 131.8 9.7 
4 45 M 133.3 8.4 
5 24 M 133.6 7.1 
6 29 M 137.6 6.6 
7 41 M 138.9 7.6 
8 37 F 139.9 10.5 
9 34 M 140.3 6.8 
10 29 M 140.6 6.0 
11 30 M 140.9 5.2 
12 28 M 141.1 7.7 
13 27 M 141.7 7.2 
14 34 M 142.0 6.9 
15 33 M 1422 7.5 
16 26 F 142.3 7.5 
17 34 M 143.1 6.9 
Mean 35.2 138.4 7.3 
Carbamazepine 
plus lithium 
18 34 M 138.9 7.4 
19 29 M 139.7 5.5 
20 34 M 140.7 8.5 
21 27 F 140.8 9.6 
22 26 M 141.0 7.7 
23 33 M 142.0 11.5 
24 44 M 142.0 7.1 
25 25 M 142.1 6.7 
26 62 F 142.4 9.3 
27 26 M 142.9 6.6 
28 55 F 143.1 8.6 
29 55 F 144.0 6.4 
30 32 M 144.2 7.8 
Mean 37.1 141.8 7.9 


and lithium have a higher mean serum sodium level 
than chronically psychotic patients receiving carba- 
mazepine alone. Age, sex, diagnosis, age at diagnosis, 
seizure disorder, antipsychotic drugs, urinary specific 
gravity, and serum carbamazepine level did not ex- 
plain this difference. 

Recently, several investigators (36, 37) have tried to 
assess systematically the capacity of carbamazepine to 
induce hyponatremia. Uhde and Post (36) reported on 
12 patients receiving placebo and then carbamazepine. 
There was a drop (p<.01) in serum sodium level from 
141.3 meg/liter (placebo) to 139.0 meg/liter (carba- 
mazepine). It is important that carbamazepine's capac- 
ity to induce hyponatremia was dose related. Lahr (37) 
found a mean serum sodium level of 138.8 meg/liter 
among 60 patients receiving carbamazepine and a 
mean level of 141.7 meq/liter among 61 age-matched 
control subjects (p<.001). Again, there appeared to be 
a relationship between higher serum levels of carba- 
mazepine and hyponatremia. 

The mechanism by which carbamazepine induces 
hyponatremia remains controversial. In a study of six 
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TABLE 2. Serum Sodium and Carbamazepine Levels of Three Chronically Psychotic Patients Treated With Carbamazepine and Then 


Carbamazepine Plus Lithium 


Carbamazepine Carbamazepine Plus Lithium 

Mean Serum Mean Serum Mean Serum Mean Serum 

Age Sodium Level Carbamazepine Sodium Level Carbamazepine 

Patient (years) Sex (meg/liter) Level (ng/ml) (meg/liter) Level (g/ml) 
1 39 M 133.7 8.3 139.3 10.1 
2 24 M 133.8 8.9 141.0 6.2 
3 25 M 134.9 7.5 139.0 9.4 
Mean 29.3 134.1 8.2 139.8 8.6 


patients with neurogenic (central) diabetes insipidus, 
Meinders et al. (38) concluded that this drug achieves 
its antidiuretic effect either by directly affecting the 
distal renal tubular cell or by enhancing renal sensitiv- 
ity to the antidiuretic hormone arginine vasopressin. 
Specifically, they were persuaded that carbamazepine 
does not stimulate the central release of arginine 
vasopressin. In contrast, Kimura et al. (39) studied 
four patients with neurogenic diabetes insipidus and 
found that carbamazepine acted through the release of 
arginine vasopressin, thereby inducing antidiuresis. 
Stephens et al. (40) studied 12 healthy young persons 
who, when given carbamazepine, developed lower 
concentrations of arginine vasopressin. They believed 
that this drug induces antidiuresis by increasing renal 
sensitivity to normal levels of arginine vasopressin. 
Thomas et al. (41) studied five normal subjects before 
and during carbamazepine administration. Their data 
suggested that this drug changes the threshold of the 
osmoreceptors in the hypothalamus, leading to an 
abnormal central response to changes in sodium con- 
centration. Gold et al. (42) studied seven patients with 
bipolar disorder (manic-depressive illness) using hyper- 
tonic saline infusion during placebo and carbamaze- 
pine administration. There was a reduction in the level 
of arginine vasopressin, suggesting that this drug en- 
hances renal responsitivity to available arginine vaso- 
pressin. 

Several investigators (43—45) have employed phenyt- 
oin in an effort to reverse carbamazepine-induced 
hyponatremia. Again, the data are conflicting as to 
how phenytoin brings about this change. Sordillo et al. 
(43) contended that phenytoin blocks the central re- 
lease of arginine vasopressin, thereby reversing antidi- 
uresis and associated hyponatremia. Perucca and 
Richens (45) reported that the addition of phenytoin 
led to a reduction in circulating levels of carbamaze- 
pine and, thereby, a correction of hyponatremia. 

While there is no agreement as to the mechanism by 
which carbamazepine causes the syndrome of inappro- 
priate antidiuresis, there is a consensus that lithium 
interferes with arginine vasopressin action in the kid- 
neys, causing nephrogenic diabetes insipidus (33, 34). 
Thus, there is a clear rationale for the use of lithium 
among patients with hyponatremia due to carbamaze- 
pine administration unless lithium is contraindicated 
for medical reasons. However, Ghose (46) offered a 
note of caution about the combination of carbamaze- 
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pine and lithium. He used carbamazepine to treat 10 
patients with affective disorders who had lithium- 
induced polyuria in an effort to reverse the polyuria. 
The polyuria was not helped, and there was a high 
incidence of ataxia, dizziness, restlessness, and confu- 
sional states after the addition of carbamazepine. 
More recently, Shukla et al. (47) corroborated these 
neurotoxic findings during treatment with the combi- 
nation of carbamazepine and lithium. While we did 
not study the potential neurotoxic complications of 
carbamazepine and lithium in a systematic way, it was 
our impression that this drug combination was well 
tolerated clinically. 

Recently, Raskind et al. (48) demonstrated in an 
elegant study that antipsychotic drug administration 
did not elevate the arginine vasopressin levels of a 
group of psychotic patients. That is, antipsychotic 
drugs did not induce the syndrome of inappropriate 
antidiuresis. Since the mean chlorpromazine cquiva- 
lency levels in our study were similar during treatment 
with carbamazepine and combination treatment, the 
question of antipsychotic-induced inappropriate anti- 
diuresis is not an issue for our patients. 

While lithium reversed hyponatremia in our sample, 
there was a tendency for polyuria to appear after its 
addition. The polyuria was not a problem clinically. 

The combination of carbamazepine and lithium was 
used in our sample in an effort to achieve an additive 
psychoactive effect rather than for their opposing 
effects on water regulation. In our review we did not 
assess the potential additive psychoactive effect of 
these two drugs—although success has been reported 
with this drug combination in patients with bipolar 
disorder (49). Furthermore, our sample was a select 
one and not typical of patients for whom carbamaze- 
pine is usually used. Nevertheless, our findings should 
stimulate further studies of this drug combination and 
offer clinicians another choice when faced with a 
patient who requires carbamazepine treatment and has 
hyponatremia. 
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Final Phase of Professional Activities Survey 


The APA Office of Manpower Research will distribute the final phase of the Professional 
Activities Survey (more familiarly known as the “Biographical Directory Survey") late this 
summer. Over 40,000 APA members and nonmember psychiatrists will be surveyed. This 
follows phase I of the project, which surveyed approximately 6,000 members in the spring. 


The survey serves three goals. First, it allows APA member psychiatrists to supply the basic 
data needed to create/update their listings for the upcoming Biographical Directory. Second, 
it enables all responding psychiatrists to indicate their recent professional accomplishments 
and areas of special interest and ability. This set of professional activities data will appear in 
the directory with the basic data, adding to the directory’s value as a resource for locating 
colleagues, referring patients, and arranging consultations. Third, the survey collects a limited 
set of research data that will enhance understanding of psychiatric services and provide a 
quantitative basis for influencing public policy. 


When the survey is received from the APA Office of Manpower Research, it should be 
completed and returned promptly. Completing the questionnaire will not only ensure the 
accuracy of the listing in the Biographical Directory but will also contribute to the assessment 
of recent developments in psychiatry. APA’s Professional Activities Survey fills important 
needs of the membership and others in the mental health community. Survey recipients who 
have questions or need assistance in completing the survey should write to the APA 
Manpower Research Office, 1400 K St., N.W., Washington, DC 20005, or call 202-682- 
6216. 
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Difference in Reaction Time Between Subjects With 
Schizotypal and Borderline Personality Disorders 


Karen Chapin, Ph.D., Lois Wightman, Ph.D., Helene Lycaki, Ph.D., 
Norma Josef, M.D., and Gerald Rosenbaum, Ph.D. 


Patients with schizophrenic spectrum disorders 
and affective disorders were compared on a reaction 
time procedure. The nonbospitalized schizotypal 
subjects performed similarly to the schizophrenic 
patients on the crossover measure. Mean reaction 
time discriminated between bospitalized and 
nonbospitalized patients ratber than between types 
of pathology. 

(Am J Psychiatry 1987; 144:948-950) 


variety of uses for the term “borderline” have 

been found historically in the psychiatric litera- 
ture (1). “Broadly defined” (2) definitions of border- 
line cover a wide variety of concepts that could include 
borderline schizophrenia or borderline personality dis- 
order. Spitzer and his colleagues (3) renamed and 
redefined the two concepts, using “schizotypal person- 
ality” to represent borderline schizophrenia and “‘bor- 
derline personality" to represent a more generalized 
unstable personality. 

Recent literature has focused on the relationship 
between the schizotypal personality and schizophrenic 
disorders. Siever (4) reviewed studies that explored this 
relationship by using biological and psychophysiologi- 
cal measures. He suggested that these studies indicated 
that some individuals diagnosed as having schizotypal 
personality disorder share “common psychobiological 
abnormalities" with individuals diagnosed as schizo- 
phrenic. On the other hand, many studies have at- 
tempted to relate the "strictly defined borderline per- 
sonality disorders" (2) to affective disorders. 


Received Sept. 19, 1986; revised Feb. 3, 1987; accepted March 
13, 1987. From the Lafayette Clinic. Address reprint requests to Dr. 
Chapin, Lafayette Clinic, 951 East Lafayette St., Detroit, MI 48207. 
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Perhaps the most stable experimental finding in the 
literature on the psychopathology of schizophrenia has 
been the consistent demonstration of deficits in atten- 
tion on reaction time tasks (5). The initial study by 
Huston et al. (6) demonstrated greater reaction time 
slowing, more intrasubject variability, and earlier 
“crossover” (ie., inability to benefit from regular 
preparatory intervals longer than 2 seconds, in com- 
parison to irregularly presented stimuli) in schizo- 
phrenic patients. It was demonstrated that normal 
subjects also displayed crossover when the preparatory 
intervals were extended to 25 seconds. Another mea- 
sure used in computing reaction time is mean latency 
of responding. Although it does not differentiate schiz- 
ophrenic subjects from other psychiatric groups (7), it 
does seem to differentiate psychiatric groups from 
normal subjects. In other words, mean latency of 
reaction seems to be able to differentiate individuals 
who display pathology from those who do not. 

This reaction time procedure has been used most 
often to show attentional deficit in schizophrenia. In 
one study (8), subjects rated as "schizotypic" were 
evaluated on a reaction time task and compared to 
normal control subjects. The authors found that the 
subjects rated as schizotypic showed early crossover. 
These subjects, however, were college students and not 
identified patients. 

The present study was designed to replicate the 
classical reaction time procedure and to compare re- 
action time measures of attention deficits in schizo- 
phrenic subjects with those shown by patients with 
schizotypal personality disorder, borderline personal- 
ity disorder, and major affective disorder and by 
normal subjects. It was hypothesized that although the 
subjects with schizotypal personality disorder were not 
hospitalized, they would show a deficit in reaction time 
similar to that of schizophrenic subjects. In addition, 
since subjects with borderline personality disorder are 
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seen as similar to subjects with major affective disor- 
ders, it was hypothesized that they would not show 
this deficit. 


METHOD 


Patients were recruited for voluntary participation 
from several psychiatry and psychology units. Subjects 
with schizotypal personality disorder (N=12) were 
selected from the outpatient departments of these 
units; subjects from the remaining three pathology 
groups were selected from hospitalized patients. The 
subjects were identified by the diagnosis given to them 
by the treatment facility. After identification, each 
subject was interviewed separately by an experienced 
psychiatrist or psychologist to decide whether the 
subject met all of the inclusion criteria for the diagnos- 
tic group. If these evaluations were not in agreement, 
the individual was not included in the study. The three 
groups of subjects were those with schizophrenia, 
undifferentiated type (N=12), those with major affec- 
tive disorder (major depression) (N=12), and those 
with borderline personality disorder (N=12). The 
patients with borderline personality disorder did not 
have a DSM-III axis I diagnosis of major affective 
disorder, and the subjects with major affective disorder 
did not have an axis II diagnosis of borderline person- 
ality disorder. These hospitalized patients were 
matched as closely as possible to the schizotypal group 
on demographic variables. Normal subjects (N=12) 
were also matched on demographic variables to the 
patient samples. There were no significant differences 
between the groups on these demographic variables. 
The mean+SD ages of the groups were: schizophrenia, 
26.58+5.42 years; schizotypal personality disorder, 
33.25+10.49 years; affective disorder, 34.33+7.32 
years; borderline personality disorder, 30.92+8.72 
years; and control, 28.50+6.47 years. Three groups 
contained eight men and four women; two groups 
contained seven men and five women. 

The following inclusion criteria were used in the 
selection of all subjects for the study: 1) ability to 
comprehend and willingness to sign the statement of 
informed consent and 2) meeting the Research Diag- 
nostic Criteria (RDC) (9) and/or DSM-III criteria for 
classification as schizophrenic, chronic undifferenti- 
ated type; major affective disorder, major depressive 
type; schizotypal personality disorder; or borderline 
personality disorder. Exclusion criteria for all subjects 
included history of brain damage or extensive ECT, 
substantial drug or alcohol abuse, and major medical 
illness. Normal potential subjects were excluded if they 
had an individual or family history of psychiatric 
problems. 

After each potential subject was evaluated according 
to inclusion and exclusion criteria, the chosen subjects 
were asked to read and complete the informed consent 
form. Subjects were then tested using the Rodnick and 
Shakow reaction time procedure (10). This procedure 


Am ] Psychiatry 144:7, July 1987 


CLINICAL AND RESEARCH REPORTS 


TABLE 1. Point of Crossover and Mean Latency for Five Groups of 
Subjects Given a Reaction Time Test 





Point of 
Crossover (sec)? Latency (msec) 
Group Mean SD Mean SD 
Schizophrenic inpatients 7.34? — 634 424 170 
Subjects with schizotypal 
personality disorder 10.855 — 8.74 298* 55 
Borderline personality 


disorder inpatients 18.99 7.01 420 188 
Major affective 
disorder inpatients 


Normal control subjects 


18.54 9.64 370 155 
24.00 2.93 267* 54 


*'Crossover" is a measure of ability to benefit from preparatory 
intervals of different lengths. 

Significantly different from borderline, affective, and normal sub- 
jects (F=9.16, df=4, 55, p.001). 

‘Significantly different from schizophrenic, affective, and borderline 
subjects (F=6.14, df=4, 55, p=.02). 


tests simple reaction time to a visual stimulus (a light) 
at preparatory intervals of 1, 2, 4, 7.5, 15, and 25 
seconds in both a regular and an irregular series. 


RESULTS 


Individual crossover scores and latency scores were 
obtained for each subject. Univariate F tests were used 
to examine group differences, and tests for both vari- 
ables were significant. To examine group differences, 
post hoc analyses were performed by means of the 
Scheffé technique. These findings are presented in table 
1. 

Table 1 shows that the schizophrenic and schizotyp- 
al subjects had a similar crossover deficit, while the 
other three groups were not significantly different from 
each other on this measure. On the other hand, it can 
be seen that the mean latency of each group more 
closely corresponded with hospitalization. The schizo- 
phrenic, affective, and borderline inpatients all showed 
a longer latency, while the nonhospitalized subjects 
and normal control subjects did not. 


DISCUSSION 


These results support those of previous studies that 
have identified an underlying difference between pa- 
tients with schizotypal and borderline disorders. It 
supports the position that these are two entities with 
separate sets of diagnostic criteria. On the reaction 
time measure, the schizotypal subjects displayed the 
early crossover that is typically found in schizophrenic 
subjects. In this study an early crossover was observed 
in both the schizophrenic subjects and the schizotypal 
subjects, although the schizotypal subjects were out- 
patients and the schizophrenic subjects were inpa- 
tients. In addition, this early crossover was not ob- 
served in the hospitalized borderline personality 
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disorder patients or the hospitalized major affective 
disorder patients. 

On the other hand, the mean latencies of these 
groups were found to correspond to the severity of the 
disorder. The hospitalized subjects displayed a longer 
latency than the nonhospitalized schizotypal and nor- 
mal subjects. This is remarkable because these schizo- 
typal subjects concomitantly displayed an early cross- 
Over. 

These findings support the differentiation of schizo- 
typal personality disorder from borderline personality 
disorder. In addition, they suggest that schizotypal 
disorder is part of the "schizophrenia spectrum disor- 
ders," while borderline personality disorder is not. 
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Phenomenology and Family History of 
Affective Disorder in Cushing’s Disease 


James I. Hudson, M.D., Margo S. Hudson, M.D., George T. Griffing, M.D., 
James C. Melby, M.D., and Harrison G. Pope, Jr., M.D. 


Of 16 patients with Cushing’s disease, 13 (81%) 
had lifetime diagnoses of major affective disorder 
according to DSM-III criteria. However, the rate of 
familial major affective disorder among these 
patients was significantly lower than that found 
among patients with major depression. 

(Am J Psychiatry 1987; 144:951—953) 


atients with Cushing's disease (pituitary-depen- 

dent hypercortisolism) commonly exhibit affective 
syndromes (1—4), and conversely, patients with major 
affective disorder frequently display hypercortisolism 
(4, 5). However, the nature of the association between 
Cushing's disease and major affective disorder is un- 
clear. First, what proportion of patients with Cush- 
ing's disease display affective symptoms meeting diag- 
nostic criteria for major affective disorder? Two 
studies (2, 3) using operational criteria have suggested 
that many patients with Cushing's disease do display 
major affective disorder, but to our knowledge, no 
study has employed DSM-III criteria. 

Second, if many patients with Cushing's disease 
exhibit major affective disorder, is this finding merely 
due to the effects of hypercortisolism, as suggested by 
the observations that nonpituitary-dependent Cush- 
ing's syndrome (1, 3, 4) and exogenous corticosteroids 
(4, 6) are commonly associated with affective symp- 
toms? Or might Cushing's disease and major affective 
disorder be caused by a common suprapituitary abnor- 
mality that results in chronic hypersecretion of corti- 
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cotropin-releasing hormone (CRH)? In support of the 
latter hypothesis, 1) CRH-producing tumors can cause 
adrenocorticotropin-producing pituitary adenomas (7), 
2) pituitary surgery is not always curative in Cush- 
ing's disease (8), and 3) neurohormonal disturbances, 
sleep abnormalities, and drug response consistent with 
CNS dysfunction have been reported in patients with 
Cushing’s disease (8). However, against this hypothe- 
sis, 1) pituitary surgery is often curative in Cushing’s 
disease (8), and 2) the responses to CRH in patients 
with Cushing’s disease are different from the responses 
of patients with major depression and are most 
consistent with a primary pituitary lesion (5). In any 
event, if Cushing’s disease and major affective disorder 
were caused by the same abnormality, one might 
expect high rates of major affective disorder in the 
relatives of patients with Cushing’s disease; to our 
knowledge, this possibility has not yet been formally 
tested. 

To address these questions, we evaluated 16 patients 
with Cushing’s disease for personal and family history 
of major affective disorder and other psychiatric dis- 
orders. 


METHOD 


The subjects were 16 consecutive patients (three 
men, 13 women; mean+SD age=44.4+14.1 years) 
with Cushing’s disease; all had pituitary adenomas 
documented by CAT scan or histology and were 
evaluated at the Section of Endocrinology and Metab- 
olism at University Hospital in Boston. All but one of 
these patients had received treatment before this eval- 
uation. 

The subjects received a semistructured diagnostic 
interview to determine lifetime history of the following 
disorders according to DSM-III criteria: bipolar disor- 
der, major depression, panic disorder, agoraphobia, 
obsessive-compulsive disorder, substance use disor- 
ders, eating disorders, schizophrenia, and antisocial 
personality disorder. Information on the subjects’ first- 
degree relatives was obtained from the probands; ill 
relatives were diagnosed according to DSM-III crite- 
ria. Morbid risk for major affective disorder was 
calculated as described previously (9). 
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TABLE 1. Lifetime Rates of Psychiatric Disorders in Patients With 
Cushing’s Disease and Patients With Rheumatoid Arthritis 


Cushing’s Rheumatoid 
Disease Arthritis 
(N=16) (N=14) 
DSM-III Diagnosis N % N 9. 
Major affective disorders 13 81? 2 14 
Bipolar disorder sb 31° 0 0 
Major depression 93 56 25 14 
Anxiety disorders 3 18 0 0 
Panic disorder and/or agoraphobia 1 6 0 0 
Obsessive-compulsive disorder 2 12 0 0 
Substance use disorders 1 6 1 7 
Eating disorders (anorexia nervosa 
and bulimia) 0 0 0 0 
Schizophrenia 0 0 0 0 
Antisocial personality disorder 0 0 0 0 


Significantly higher than rate for patients with rheumatoid arthritis 
P<: 001, Fisher’s exact test). 
bIncludes one patient with psychotic features. 

“Significantly higher than rate for arthritic patients (p=.04, Fisher’s 
exact test). 

“includes two patients with psychotic features. 


As a comparison group, we evaluated 14 patients 
(four men, 10 women; mean+SD age=49.1+14.6 
years) with rheumatoid arthritis. Personal history of 
psychiatric disorders according to DSM-III criteria 
was determined with the NIMH Diagnostic Interview 
Schedule (10), and family history of psychiatric disor- 
ders was assessed as just described. -An additional 
comparison group for the family history assessment 
consisted of 24 outpatients with major depression. 
Further details of both comparison groups are de- 
scribed elsewhere (9). 

Differences in proportions were assessed with Fish- 
er’s exact test, two-tailed. 


RESULTS 


The patients with Cushing’s disease had an 81% 
lifetime prevalence rate of major affective disorder 
(table 1), significantly greater than the 14% rate 
among the patients with rheumatoid arthritis (p< 
.001). Among the patients with Cushing’s disease with 
lifetime diagnoses of major affective disorder, the onset 
of major affective disorder preceded the onset of the 
medical signs and symptoms of Cushing’s disease by at 
least 1 year in two (15%) patients, occurred within the 
same year as the medical signs and symptoms in three 
(23%), and followed the onset of the medical signs and 
symptoms by at least 1 year in eight (62%). The rates 
of other psychiatric disorders in both study groups 
were low. 

The morbid risk for major affective disorder among 
the 114 first-degree relatives of the patients with 
Cushing’s disease was 9.7%, not significantly different 
from the 4.8% morbid risk found in the 94 first-degree 
relatives of the patients with rheumatoid arthritis but 
significantly lower than the 23.9% morbid risk in the 
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108 first-degree relatives of the patients with major 
depression (p=.03). The lifetime prevalence rates of 
other psychiatric disorders among the relatives of the 
patients with Cushing's disease were modest and not 
significantly different from those found among the 
relatives of the patients with rheumatoid arthritis or 
major depression. 


DISCUSSION 


We found a high lifetime rate of DSM-III major 
affective disorder among patients with Cushing's dis- 
ease—a finding comparable to that of both previous 
studies (2, 3) that used operational diagnostic criteria 
(although not DSM-III criteria). Furthermore, the rate 
of major affective disorder among patients with Cush- 
ing's disease was significantly higher than that found in 
patients with rheumatoid arthritis—a finding similar 
to that of Kelly et al. (2), who found a significantly 
higher rate of affective disorder among patients with 
Cushing's disease than in patients with other pituitary 
tumors. 

By contrast, patients with Cushing's disease dis- 
played a low rate of familial major affective disorder, 
similar to that found among the control group with 
rheumatoid arthritis but significantly lower than that 
found among patients with major depression. Al- 
though previous studies of Cushing's disease have not 
calcülated the morbid risk for major affective disorder 
among relatives, Cohen (1) noted that six (2996) of 21 
patients had family histories of depression or suicide, 
and Haskett (3) found that only one (396) of 30 
patients had a first-degree relative with affective disor- 
der. 

The finding of only a modest familial prevalence of 
major affective disorder in patients with Cushing's 
disease argues against the hypothesis that Cushing's 
disease and major affective disorder are manifestations 
of the same suprapituitary abnormality. Furthermore, 
the observation that in 8596 of the cases major affec- 
tive disorder first appeared during or after the onset of 
the medical signs and symptoms of Cushing's disease 
supports the hypothesis that the affective disorder may 
be caused by hypercortisolism per se. However, the 
results of this study do not rule out the possibility that 
a subgroup of patients with Cushing's disease and 
major affective disorder may share a common supra- 
pituitary abnormality. 

The conclusions of this study are limited by 1) the 
use of semistructured, rather than fully structured, 
psychiatric interviews; 2) the use of the family history 
method, rather than the more accurate family inter- 
view method, for ascertaining psychiatric illness in 
relatives; 3) the use of an interviewer who was not 
blind to the medical diagnosis of the subjects; and 4) a 
small sample size. A rigorously controlled study of 
patients with Cushing's disease in which a larger 
sample were employed would be useful to confirm 
these findings. 
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Deceased Members of the American Psychiatric Association 


The deaths of these members were reported to APA between Feb. 26 and April 14, 1987. 
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Marshall I. Mason 
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Book Forum 
Nancy C. Andreasen, M.D., Ph.D., Editor 


PERSONALITY DISORDERS 


Essential Papers on Borderline Disorders: One Hundred 
Years at the Border, edited by Michael H. Stone, M.D. New 
York, New York University Press (Columbia University 
Press, distributor), 1986, 570 pp., $55.00; $25.00 (paper). 


This is a wonderful anthology. Stone brings together 23 of 
the classic papers on "borderline disorders" and frames them 
with his own scholarly, wise, and witty overview of this 
extensive and complex literature. The earliest conception of 
borderline states can be traced to Pinel, Esquirol, and 
Prichard, who, in the early 1800s, described patients with 
severe derangements of feelings, affections, and behaviors 
but who did not have a corresponding impairment in their 
intellectual faculties. Prichard labeled this “moral insanity," 
and his work was furthered by Lombroso in his studies of 
criminality. Rosse (1890) was the first to use the term 
“borderline insanity” to describe those patients who were 
not clearly mad but also clearly not normal. The next 
advance was made by the great descriptive psychiatrists 
(Kraepelin, Bleuler, Kretschmer, and others), who developed 
the powerful notion of spectrum disorders. For them, bor- 
derline disorder represented a less classic expression of the 
same pathological processes that in their more florid form 
were responsible for the full-blown symptoms of schizo- 
phrenic and affective disorders. The other major contribu- 
tion to the borderline literature has come in the last 50 years 
from psychoanalytic writers more interested in describing the 
border with "normal neurosis" than the border with psycho- 
sis. Analysts attempted to explain why certain seemingly 
good candidates for treatment do so poorly once engaged in 
it. In the process, the study of borderline patients has 
stimulated and has been stimulated by the development of 
psychoanalytic object relations theory and early infant ob- 
servations. 

What do we learn from rereading history? I think the 
major lesson is humility. Some of the best papers were 
written early, and much has been repeatedly rediscovered 
and rehashed (this may, of course, be true of almost every- 
thing). One does not detect a great and steady march 


forward toward clearer understanding and increased effec-- 


tiveness in diagnosis and treatment. À second lesson is that 
the borderline syndromes constitute a fairly vague heteroge- 
neity and are not likely to lend themselves to any unitary 
approach. The DSM-III provision of a multiaxial system and 
the separation of the schizotypal and borderline personality 
disorders may increase specificity, but much needs to be done 
to determine comorbidity and pathogenesis. A third lesson is 
that borderline personality disorder appears to have had a 
wide historical, geographic, and conceptual distribution and 
therefore is probably not, as is sometimes claimed, a local 
product of American psychiatry or a recent result of the 
decline and fall of the modern family. Perhaps the tentative 
ICD-10 decision to exclude a category for borderline per- 
sonality deserves reconsideration. 

This book will be of great value even for those who 
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already know most or all of the papers (a chronological 
run-through does wonders for one’s perspective) and will 
also serve as an excellent introduction for those who are not 
familiar with the field and want to place the currently 
burgeoning literature in context. One might argue here and 
there with the selection of some of the papers (i.e., there is 
perhaps an overemphasis on psychoanalytic contributions 
and not enough on the descriptive, somatic, and cognitive 
approaches), but Stone generally summarizes very well what 
he does not include and no selection would satisfy everyone. 
For me, the special gem of the collection (and, from now on, 
required reading for my trainees) is the 1947 paper on 
treatment by Melitta Schmideberg. 


ALLEN J. FRANCES, M.D. 
New York, N.Y. 


Unmasking the Psychopath: Antisocial Personality and Re- 
lated Syndromes, edited by William H. Reid, Darwin Dorr, 
Jobn I. Walker, and Jack W. Bonner HI. New York, W.W. 
Norton & Co., 1986, 300 pp., $34.95. 


If I were interested in obtaining a useful book on antisocial 
personality, 1 would look for one offering a historical over- 
view and a discussion of diagnosis and differential diagnosis, 
clinical findings, natural history and outcome, complica- 
tions, epidemiology, etiology, and both somatic and psycho- 
social treatments. Unfortunately, this book, which was based 
on a conference organized as a joint project of Highland 
Hospital and Duke University, does not provide these. 
Because of the many omissions, I cannot recommend the 
book. 

What the book does provide is an assortment of loosely 
connected chapters having to do with sociopathy and related 
disorders. The book begins with a chapter by Robert Hare in 
which he relates his years of experience researching 
sociopathy, outlining apparent physiological differences be- 
tween the sociopath and others. Although portions of the 
chapter are interesting, it would have been more valuable 
had he written a more general historical overview of 
sociopathy and highlighted definition and diagnosis. A chap- 
ter by Remi Cadoret on the epidemiology of antisocial 
personality, relying in large part on his own extensive 
research, provides the most sound, data-based chapter in the 
book. Gerald Brown and Frederick Goodwin of the National 
Institute of Mental Health (NIMH) provide an interesting 
chapter on human aggression from a biological perspective. 
They correlate both violence and suicide with low CSF 
5-hydroxyindoleacetic acid (5-HIAA). Their data are not 
specific to antisocial personality and, while intriguing, do not 
seem to fit in with the rest of the book. William Barley 
provides an excellent summary of behavioral and cognitive 
treatments that have been tried in sociopaths and delin- 
quents. He observes that some of these interventions “offer 
promise for problems of juvenile delinquency and antisocial 
personality disorder, but their research base with these 
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persons is limited. Behavioral interventions clearly produce 
short-term change, but there is much less evidence that they 
produce long-term alteration of behavior.” His observation 
highlights the problem with most of these treatments. They 
may be effective in altering behavior while patients are 
institutionalized, but the improvement does not generalize. 
Larry Strasburger writes of his experience treating antisocial 
patients with individual, psychodynamically oriented psy- 
chotherapy. His chapter is filled with practical advice and 
guidelines on handling countertransference, but his wisdom 
would seem to apply to most patients, not just those who are 
antisocial. Several chapters are devoted to inpatient treat- 
ment, including treatment of the antisocial young person and 
an exploration of the therapeutic milieu believed helpful for 
treating these persons. The various authors base much of 
their writings on their own experience with antisocial pa- 
tients, but the chapters are devoid of objective research 
findings. This is the tragedy of most work on the treatment of 
antisocial individuals. Everyone has strongly held opinions 
about what should be done, everyone has a belief that 
something must be done, but no one has any data to 
demonstrate that what they do is beneficial. 

I liked several chapters in the book a great deal, including 
those by Cadoret, Barley, Brown and Goodwin, and even the 
one by Strasburger. Unfortunately, because the book lacks 
chapters on history, diagnosis and differential diagnosis, 
clinical findings, natural history and outcome, complica- 
tions, etiology, and somatic treatments, the book is incom- 
plete and may give the uninitiated reader an inaccurate 
picture about sociopathy. For those who are knowledgeable 
about sociopathy, the book may contain some useful in- 
sights. 


DONALD W. BLACK, M.D. 
Iowa City, Iowa 


SCHIZOPHRENIA 





Schizophrenia: An Integrative View, edited by C.L. Cazzullo 
and G. Invernizzi. London, Jobn Libbey, 1985, 402 pp., 
$38.00. 


This volume represents the proceedings of an international 
meeting on schizophrenia held in Milan, Italy, in June 1984. 
The book resembles a historian's account of the Roman 
Empire. It covers a very large amount of territory, is made up 
of contributions from several continents, contains a collec- 
tion of diverse subjects, and has a decided overall Mediter- 
ranean influence. This latter is so because more than half of 
the 42 chapters in the book are from Italian contributors; the 
University of Milan is the source for the majority. 

The book is divided into four sections: Cultural and Social 
Aspects, The Psychic Milieu, Biological Aspects, and Integra- 
tive Strategies for Treatment. In turn, each of these four 
sections contains between seven and 15 chapters. I found this 
book uneven in quality: several well-written and thoughtful 
summaries of topic areas and presentations of experimental 
data contrast with fuzzy, rambling contributions. Chapters 
vary in length; some are only two or three pages long but 
in-depth reviews go up to 30 pages. Some of the chapters 
deserve specific mention, and I will outline these here. 

In order of presentation, some of the more notable con- 
tributions are Balestrieri’s argument for a transdisciplinary 
view of schizophrenia that would include basic and clinical 
sciences, a brief but thoughtful contribution from Hamilton 


Am J] Psychiatry 144:7, July 1987 


BOOK FORUM 


on (among other topics) the relevance of hallucinations and 
delusions to the veridical nature of our knowledge of the 
external world, and a chapter by Andreasen that contains a 
clearly written argument for defining, quantifying, and clas- 
sifying schizophrenia through casting a broad but reliable 
defining net. Users of the Montgomery-Asberg Depression 
Rating Scale will be interested to see a chapter by 
Montgomery’s group on the development of a similar Schiz- 
ophrenia Rating Scale that is also sensitive to change. 
Hanbauer, Memo, and Kleinman present preliminary data 
on dopamine in schizophrenia, specifically D1 receptor cou- 
pling with adenylate cyclase. 

Ivanyi and Droes present an excellent review of human 
lymphocyte antigen (HLA) histocompatability antigens in 
schizophrenia that complements the subsequent overview by 
Nurnberger et al. on the genetics of schizophrenia. Cazzullo 
et al. present an interesting study on cerebral ventricular size 
in schizophrenic and schizophreniform patients as well as 
data on the seasonal nature of birth of schizophrenic patients 
in the Italian population. Shagass et al. present an excellent 
review of brain electrical potential research in schizophrenia, 
and Maj and Kemali discuss schizoaffective disorder. Other 
chapters of interest include van Kammen and Gelernter on 
norepinephrine studies in schizophrenia and Bunney et al. on 
new psychopharmacological treatments. Reda discusses his- 
torical perspectives on early therapies for mental illness, and 
Seeman and Hauser discuss the relationship between gender 
and schizophrenia. 

The book lacks a strong editorial voice. As with other 
books of this type, where diversity is a strong theme, an 
editorial contribution in the form of one or more summaries 
or a careful introduction can help to organize and tie the 
material together. One misses this. Stronger editorial inter- 
vention would have also helped in pointing out links berween 
chapters where themes obviously overlap, One such example 
occurs in chapters by Cazzullo and by Seeman and Hauser 
that discuss, respectively, gender-related symptomatic differ- 
ences in schizophrenia at initial presentation and dopamine 
receptors and gender in schizophrenia. 

There are problems with the publishing end of the book. 
The version that I received has a serious printing error which 
omitted four chapters (numbers 7 through 10, by Borgna, 
Paldolfini and Ciani, Sartorius, and Denber) by deleting 
pages 55 through 86 and repeating pages 23 through 54 in 
their place. Many of the chapters of Italian origin are 
burdened by problems of translation and proofreading that 
conspire together to produce real difficulties with smooth 
reading of the text as well as unintentionally amusing 
passages. A typical example comes from one chapter: “The 
prognosis of this form of schizophrenia is deeply correlated 
to non-pharmacological phase of intervention, aimed at 
reducing symptomatologically the clinical picture, it is nec- 
essary to work on the intrapsychic familial and social milieu" 
(p. 8). When problems of this type are frequent, as they are 
in this book, the extraction of the author's intended meaning 
is frustrating and time-consuming and the overall quality of 
the book suffers. Remnants of the original meeting format 
also need editing out. On page 348, "Dr. Sarwer Foner, one 
of 3 main speakers" is invited in one paper to deliver next a 
lecture on integrative strategies for treatment, which is not 
included in the volume at all. Some basic proofreading by a 
reader-friendly publisher would have helped with all of the 
above problems. 

A suggested approach for the reader is to regard this 
collection as one might an extra large psychiatry journal or a 
multi-author short story omnibus. Sample everything that 
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looks appealing, finish everything worthwhile, and reread 
everything that deserves it. There are enough worthwhile 
contributions here to engage any reader with an interest in 
schizophrenia. This is certainly a book to borrow, maybe a 
book to buy. 


GODFREY D. PEARLSON, M.D. 
Baltimore, Md. 


Recovery From Schizophrenia: Psychiatry and Political 
Economy, by Richard Warner. New York, Methuen, 1986, 
380 pp., $37.95. 


This volume provides a breath of fresh air for the current 
literature on schizophrenia. It is a book about schizophrenia 
as a social-contextual problem—not as a disease. Warner 
does not ease the reader into his unfashionable view of this 
disorder. The introduction's opening paragraph asks three 
questions: 


Does the way we make our living or the form of 
government under which we live affect whether or not 
we become insane? Does social class or the state of the 
economy influence whether schizophrenics recover from 
their illness? Has industrial development affected the 
number of schizophrenics who become permanently and 
severely disabled—lost to their families, costly to the 
community and leading lives of emptiness and degrada- 
tion? 


Carefully read, the second paragraph of the introduction 
will likely shock, surprise, or amaze some of our colleagues 
and will be disbelieved by many clinicians trained since 1970 
or so. Warner challenges three myths prevalent in today's 
majority thinking about schizophrenia when he says 1) that 
the neuroleptics have not improved the long-term outcome 
of schizophrenia, 2) that the neuroleptics are not the princi- 
pal reason the large mental hospitals have been emptied, and 
3) that the outcome of schizophrenia is not similar in all 
cultures. Although not included in that introductory para- 
graph, yet another mythological balloon is subsequently 
pricked: Warner states that the long-term outcome of schiz- 
ophrenia is not necessarily poor. 

Unrelenting, after a page outlining his materialist theoret- 
ical approach and another describing chapter contents, he 
states his major thesis in the first sentence of the first chapter: 
“Schizophrenia is an illness that is shaped, to a large extent, 
by political economy." 

Warner does not go so far, however, as to take a radical 
Marxist stance. That is, he does not espouse the position that 
economic factors, in particular the exploitative capitalist 
industrial revolution, with its need for a labor surplus, 
cause chronic disabling psychosis. He confines his argument 
to the influence of economic factors on the prevalence, 
course, and outcome of psychosis. In some ways it is 
disappointing that he does not describe the more radical 
materialist position. It is a point of view that warrants a clear 
and careful exposition to an American mental health audi- 
ence. 

Although Warner’s position is not likely to be popular in 
today’s “schizophrenia as brain disease” context, even the 
most critical disbelievers will have difficulty faulting his 
scholarship. Chapter two, “Health, Illness and the Econ- 
omy," for example, reviews a vast number of studies (I 
stopped counting at 100) supporting the idea that there is 
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more illness when there is more unemployment. This is must 
reading for everyone involved with the homelessness issue. 
Psychiatry, in concert with politicians, the media, etc., has 
been so busy blaming deinstitutionalization for homelessness 
that adequate recognition has not been given to the role of 
unemployment in producing homelessness. The unemploy- 
ment rate in the United States went from around 7% in 1979 
to 1196 (or more than 10 million persons) by late 1981. 
Warner would posit that the one-third or so of the homeless 
who are mentally ill are mostly persons who are manifesting 
the increased incidence of mental illness that results from 
unemployment. He would find unemployment, not deinstitu- 
tionalization, the major culprit in the production of home- 
lessness. I can only agree (1). 

My major criticism of the book is that Warner may have 
bitten off more than his audience can chew. Even though 
each chapter provides a summary, it is at times difficult to 
sort out the highly relevant and important from the merely 
interesting and supportive. For example, chapter three, “Re- 
covery From Schizophrenia," while a scholarly tour-de- 
force, fails to highlight the four preneuroleptic-era long-term 
follow-up studies now available that give us reason to be 
much more optimistic than we have been about outcome in 
Schizophrenia. These 20-plus-year follow-up studies, by 
Bleuler (2), Ciompi (3), Harding et al. (4), and Huber et al. 
(5), yielded remarkably consistent results: 6096—8596 of 
schizophrenic patients, depending on the criteria used, had 
achieved good social recoveries. It is quite impressive that 
studies spanning an almost 50-year period (1938—1986) in 
three countries (West Germany, Switzerland, and the United 
States) found such remarkably consistent 20-year results. I 
would have liked these data to have been highlighted. 

Part three of the book, Treatment, is also unconventional. 
For example, Warner summarizes a literature that supports 
neuroleptic drug-free treatment of newly diagnosed schizo- 
phrenic patients—if a proper treatment milieu can be pro- 
vided (a very big “if? in my own experience). The last two 
chapters in that section, “Work” and “Desegregating Schiz- 
ophrenia,” show clearly where Warner's heart lies. A job is 
clearly the most universally legitimizing role in this society. 
Hence, work is central to Warner's treatment focus. 

The last page of the book, like the first, is a real zinger. 
Warner makes seven extraordinarily sensible, data-based 
recommendations that, if implemented, would make it pos- 
sible for most persons labeled schizophrenic to lead mean- 
ingful, productive, and satisfying lives in our society. He then 
asserts that their implementation would require a radical 
restructuring of society; I’m not sure I totally agree with him 
on that point. Although it is not included, as such, in his 
recommendations, I believe we could legislate a system of 
national health insurance without significant risk for the 
extant structure of our society. By providing reliable and 
predictable financing, such a system should facilitate the 
implementation of Warner's recommendations. Although I 
disagree with the “radical restructuring" Warner envisions, I 
must agree with the sense of what he’s saying—that this 
society is not really ready to desegregate and re-empower 
schizophrenic patients to the degree that seems necessary to 
convert an often malignant condition (as currently dealt 
with) into a mostly benign one. 

Although Warner’s overall thesis and point of view are 
ones with which many will disagree, the book brings to- 
gether such a diverse body of literature that it should be read 
by serious scholars of madness. It is especially recommended 
for psychiatric epidemiologists, social and cross-cultural 
psychiatrists, and all community mental health personnel. 


Am J Psychiatry 144:7, July 1987 


REFERENCES 


1. Mosher L: Book review, Lamb HR (ed): The Homeless Mentally 
Ill. JAMA 1985: 254:428-429 

2. Bleuler M: A 23 year longitudinal study of 208 schizophrenics 
and impressions in regard to the nature of schizophrenia, in The 
Transmission of Schizophrenia. Edited by Rosenthal D, Kety SS. 
Oxford, Pergamon Press, 1968 

3. Ciompi L: Catamnestic long-term study of the course of life and 
aging of schizophrenics. Schizophr Bull 1980; 6:606—618 

4. Harding CM, Brooks JW, Ashikaga T, et al: Aging and social 
functioning in once-chronic schizophrenic patients 21-58 years 
after first admission: the Vermont Study, in Schizophrenia, 
Paranoia and Schizophreniform Disorders in Later Life. Edited 
by Hudgins R, Miller R. New York, Guilford Press (in press) 

5. Huber G, Gross G, Schuttler R, et al: Longitudinal studies of 
schizophrenic patients. Schizophr Bull 1980; 6:592-605 


LOREN R. MOSHER, M.D. 
Bethesda, Md. 


Contemporary Issues in Schizophrenia, edited by Alan Kerr 
and Philip Snaith with the assistance of Stanley Thorley and 
Alison Campbell. London, Gaskell (Royal College of Psy- 
chiatrists) (Washington, D.C., American Psychiatric Press, 
distributor), 1986, 469 pp., $48.00. 


This is a special publication of the British Journal of 
Psychiatry, an update of the last 15 years of that journal’s 
articles on schizophrenia for “students, researchers and 
clinicians.” A considered offering by an august body of 
psychiatrists, the book has much to offer and will find its way 
into most psychiatric libraries. But it is not without flaws. 

This is the work of 54 authors, 30 from the United 
Kingdom, 16 from North America, and a sprinkling from 
other places, including one each from Iceland and Tasmania. 
There are 47 chapters: 32 are condensed versions of “out- 
standing” papers (predominantly reviews) or groups of 
papers (correspondence) from the pages of the British Jour- 
nal of Psychiatry, and 15 are especially commissioned over- 
views. The reprinted papers have been abbreviated by the 
removal of tabular data and summaries. 

The chapters are assembled under seven headings: General 
and Historical Concepts, Classification and Phenomenology, 
Organic Aspects, Genetic Aspects, Social Aspects, Treat- 
ment, and Outcome. The section on organic aspects is 
disappointing, with extensive mention of seasonality, the 
viral hypothesis, and the positive versus negative symptoms 
debate. There is almost nothing of what is called biological 
psychiatry in other quarters. My choice would have been to 
include Reveley’s 1985 paper (1) here and leave out one of 
his two commissioned papers from other sections of the 
book. The other sections are all strong. 

Highlights of this volume are difficult to decide on because 
the standard is consistently high. Since most psychiatrists are 
already familiar with the reprinted works, it is the recently 
commissioned articles that attract particular attention. These 
include “The Classification and Phenomenology of Schizo- 
phrenia” by R.E. Kendell, “Temporal Disorientation in 
Chronic Schizophrenia” by T.J. Crow, "Assessment of Fa- 
milial Risks in Schizophrenia and Their Application in 
Genetic Counselling" by D.W.K. Kay, “Recent Research on 
Relatives’ Expressed Emotion" by Julian Leff, *Rehabilita- 
tion” by Robin G. McCreadie, and “Depressive Symptoms in 
Schizophrenia” by D.A.W. Johnson. 

It is probably impossible to compile a book that will suit 
students, researchers, and clinicians. Because this is a collec- 
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tion of reviews, repetition of information becomes a prob- 
lem. The abbreviation of outstanding papers results in some- 
thing that is less than outstanding. Before using the informa- 
tion contained one feels the need to return to check the 
original. The removal of most tabular data makes the 
reading heavy going. A teacher would not be able to take 
many useful slides from these pages. 

This book has two parts—a ready reference system to 
some of the excellent papers that have appeared in the British 
Journal of Psychiatry over the last 15 years and a collection 
of previously unpublished overviews. It is a monument to 
British psychiatry and will be of greatest value to those 
studying for postregistration specialist qualifications. 
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DYSKINESIA 





Dyskinesia: Research and Treatment, edited by D.E. Casey, 
T.N. Chase, A.V. Christensen, and J. Gerlach. New York, 
Springer-Verlag, 1985, 230 pp., $34.50. 


The title of this book seems to promise a comprehensive 
review of the range of dyskinesias, but its true focus can be 
judged by the cover, which boasts a series of photographs of 
an elderly woman with severe orofacial dyskinesia. The 
contents are limited, almost exclusively, to the topic of 
drug-induced tardive dyskinesia. 

This relatively slim volume represents the proceedings of 
an international symposium and comprises 27 papers by 64 
authors, virtually all of whom are recognized authorities in 
the areas they discuss here. Energetic editing has produced a 
consistency of style and appearance in the collected contri- 
butions and generated a helpful list of contents and an 
abstract at the beginning of each paper as well as useful 
cross-referencing between the papers. 

The book has been divided into three sections. The first, 
entitled Preclinical Aspects, consists mainly of papers con- 
cerned with the interpretation of dopamine receptor binding 
studies. The various neuropharmacological hypotheses pro- 
pounded refer to a possible functional distinction between 
different dopamine receptors. The article by Scheel-Kriiger 
and Arnt presents an intriguing pathophysiological theory 
for tardive dyskinesia. Their main hypothesis is that the 
condition reflects a disturbed balance between distinct 
dopaminergic neuronal systems in the brain. In the next 
section, Clinical Aspects, Gerlach argues, similarly, that the 
manifestation of tardive dyskinesia may depend on a subtle 
balance between various neurotransmitters and the sensitiv- 
ity of subtypes of dopamine receptor in different brain 
regions. 

Stahl (1) recently referred to the "quiet revolution" in 
contemporary thinking about tardive dyskinesia, citing the 
careful elucidation of the epidemiology and natural history 
of the condition and its relationship to psychiatric diagnosis. 
He considered such work a requisite for serious research into 
the treatment and prevention of tardive dyskinesia. The 
potential of such an approach is hinted at in some of the 
papers in the Clinical Aspects section, particularly those by 
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Kane et al., Owens, and Casey. Their three papers address, 
respectively, the risk factors for tardive dyskinesia, the 
relationship between tardive dyskinesia and the involuntary 
movements associated with schizophrenia, and the long-term 
outcome of the condition when the dose of antipsychotic 
drugs is decreased or the drugs are withdrawn. However, 
these papers, along with most of the contributions in this 
book, are disappointingly brief and sketchy, containing little 
speculation on the implications of the findings described. 

The few papers on treatment for tardive dyskinesia cover 
a wide range of drugs that have been tested, many of which 
have only the most tenuous rationales for possible 
antidyskinetic properties. There is little here to encourage 
optimism about the search for a safe and effective treatment. 
In his second chapter in this section, Casey concludes that 
“for the majority of patients, it may be best to give no drug 
treatment” (p. 141). 

The last section concerns Animal Models. The hope re- 
mains that these will play a valuable role in the testing and 
development of new antipsychotic agents without the side 
effects of tardive dyskinesia and other motor disorders. 
However, assessing the potential of a drug for inducing 
motor side effects in man on the basis of rat studies involves 
a dubious extrapolation from the effects of chronic dopa- 
mine antagonists on neurotransmitter levels and dopamine 
receptor binding characteristics in the rodent brain and 
behavioral responses to the administration of dopamine 
antagonists. In monkeys receiving long-term administration 
of antipsychotic drugs, a motor syndrome can be produced 
that at least resembles tardive dyskinesia in man. However, 
as Domino points out, research in subhuman primates has 
practical restrictions, such as high cost, long duration, and 
the limited availability of suitable animals. 

In summary, a variety of interesting neuropharmacological 
theories are presented in this book, but all remain 
unsubstantiated. No promising treatments or new manage- 
ment strategies for tardive dyskinesia emerge. However, 
some of the reports of clinical investigations yield heuristic 
data on the nature of the condition, predisposing factors, and 
treatment variables. 

This is not a book for the general psychiatrist, but perusal 
is recommended for researchers in the field of drug-induced 
movement disorder who are seeking inspiration; the clues are 
probably here. 
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IMPACT OF MENTAL ILLNESS ON THE FAMILY 
Family Approaches to Major Psychiatric Disorders, edited by 
Melvin R. Lansky, M.D. Washington, D.C., American Psy- 
chiatric Press, 1985, 147 pp., $12.00 (paper). 
Working With Families of the Mentally Ill, by Kayla F. 
Bernheim, Ph.D., and Anthony Lehman, M.D. New York, 
W.W. Norton & Co., 1985, 235 pp., $22.95. 


In his introduction to Family Approaches, Dr. Lansky 
briefly summarizes the history of family therapy’s develop- 
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ment and points out that it became clear years ago that 
family therapy cannot cure schizophrenia or other major 
psychiatric disorders. With that realization, family therapists 
turned away from the major disorders. 

This volume, which is a collection of papers expanded 
from panel presentations at the 1984 annual meeting of 
APA, advocates the use of integrative family therapy in the 
treatment of disorders that are not caused by disturbances in 
interpersonal relationships—i.e., the major disorders. The 
rationale for family therapy is to bring together the treatment 
of the psychosocial pathology (the conflict) with that of the 
biological pathology (the deficit) because integrated treat- 
ment of both is needed and will be more effective. The 
integrative family therapist must have superior understand- 
ing of psychodynamics, social systems, systems theory, and 
the various disease entities. 

Five of the six chapters illustrate the uses of family 
treatment in the specific disorders of alcoholism, bipolar 
disorder, schizophrenia, organic brain syndrome, and can- 
cer. The other deals with the treatment of narcissistic vul- 
nerability in marriage. Such vulnerability amounts to major 
psychopathology in family members in that it requires their 
constant defensive vigilance. Defenses against narcissistic 
injury may take precedence over everything else, so that the 
family is untreatable unless they are recognized and the 
pathological narcissism is treated. No one has figured out 
how to do that very well yet, however, so the other five 
chapters are written in a more practical vein. These chapters 
outline strategies that have been valuable in treating families 
without narcissistic vulnerability, at least not in its extreme 
form. 

The essence of family therapy technique is to be a patient, 
knowledgeable, nonjudgmental participant and observer. 
These papers are variations on that theme, ranging from the 
use of psychodynamic and structural strategies to treat 
alcoholic families and psychodynamic work with families of 
bipolar patients to a combination of supportiveness and 
education with families in which a member is demented, is 
schizophrenic, or has terminal cancer. 

Working With Families of the Mentally Ill is dedicated to 
such families and to the concept that schizophrenia is a 
disease of the brain, not one that is caused by families. John 
Talbott, in his foreword, sets the tone with the statement, 
“This book is not about doing therapy to families, it is about 
working with them, and as most know, there is a world of 
difference” (p. iv). The book is both a plea for this attitude 
toward the disease and the families involved and a detailed 
guide for the “family clinician." The treatment strategies are 
supportive, educational, and behavioral. 

One must first recognize the plight of the family in its 
bewilderment as to how to treat and what to expect from the 
patient, while being stigmatized according to the theory of 
parental schizophrenigenesis. These families are generally 
eager for compassionate, competent help; the authors cite 
studies showing that the majority of them have been dissat- 
isfied with their experience with mental health professionals. 
The authors believe that family therapy will do more harm 
than good if it is based on theories of family etiology. They 
recommend supportive family counseling, which recognizes 
that the patient’s illness traumatizes the family and that 
family responses can make or break the patient’s treatment. 
Supportive family counseling tries to help both the patient 
and the family through support, understanding, and infor- 
mation, including explicit advice. 

This book has three sections. The first, Charting a New 
Course, is an exposition of the problem and a proposal in 
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general terms. The second, Nuts and Bolts, seemed to be 
titled in bad taste, but Í found none of that in the text. It is 
the how-to-do section. The last section, Professional Dilem- 
mas, has observations and assertions about key attitudinal 
and conceptual issues in the mental health professions. The 
authors point out that if we too narrowly apply the medical 
model we neglect opportunities for psychosocial interven- 
tion; to view the family as the etiological agent is even worse. 
I was reminded of the axiom I embraced when I entered 
psychiatry in the late 1950s: “The parents did as well as they 
could do, so we ought not to think of them as pathogens, or 
at least not treat them as such." 

That attitude was a precursor of our modern sophistica- 
tion regarding neurochemistry and genetics, and it might be 
a reasonable middle ground between the poles of the medical 
and psychosocial models of pathogenesis. This book emphat- 
ically supports the exculpation of parents of psychotic indi- 
viduals. The authors recommend that families Join the Na- 
tional Alliance for the Mentally Ill, and there is an appendix 
that lists the addresses and phone numbers of all the chap- 
ters. 


WILLIAM R. FLYNN, M.D. 
Napa, Calif. 


Family Management of Schizophrenia: A Study of Clinical, 
Social, Family, and Economic Benefits, edited by Ian R.H. 
Falloon. Baltimore, Jobns Hopkins University Press, 1985, 
193 pp., $26.50. 


This slim volume impressively responds to growing con- 
cern over an unresolved problem: schizophrenia remains 
inadequately treated with neuroleptic medication alone. The 
rate of florid relapses in the first year after discharge from the 
hospital has continued at 35% to 40% in controlled studies 
with either an oral neuroleptic or injectible fluphenazine 
decanoate. Furthermore, for patients without positive 
(florid) symptoms, the negative (deficit) symptoms have 
produced an alarming toll of social and occupational disabil- 
ity, distress and burden for families of deinstitutionalized 
patients, and high economic cost for the community. 

Falloon and his colleagues have brilliantly demonstrated 
that treatment results can be improved through well- 
structured programs of "family management,” which in his 
work means a sophisticated combination of family 
psychoeducation and behavioral family therapy. The re- 
search methods and findings reported in this volume have 
been partially published before (1—4), including an article in 
the New England Journal of Medicine (2)—2a recognition 
seldom achieved by psychiatrists and even less by those with 
a psychosocial orientation. This book adds and integrates 
important new research data, but a companion volume (5) 
should be consulted for a detailed description of the clinical 
methods. 

Current family treatment approaches to schizophrenia 
were stimulated by the research of Brown et al. (6) and 
Vaughn and Leff (7) on expressed emotion. Replicated 
studies showed that florid relapses of schizophrenic patients 
living with relatives were significantly more frequent when 
key family members expressed critical and/or overinvolved 
attitudes toward the patient. Falloon's intention was to select 
a sample of 36 schizophrenic patients at risk for relapse 
because initial assessment indicated that they were in daily 
contact with a high-expressed-emotion family. Unfortu- 
nately, no low-expressed-emotion comparison group was 
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included. Instructively, in this book Falloon himself provides 
the best critique to date of the limitations of the expressed 
emotion hypothesis. The study convincingly demonstrates 
that comprehensive community management can usefully 
focus on problem solving and communication skills of 
families rather than on the explicit issue of reducing family 
expressed emotion. 

The major thrust of the Falloon project was to compare 
home-based family management with hospital-based individ- 
ual patient care. All patients and families concomitantly 
received high-quality comprehensive case management, crisis 
support, and independently monitored drug therapy. Given a 
considerable overlap in the two approaches, the results were 
strikingly consistent across multiple forms of irdependent 
assessment in showing superior outcomes with the family 
approach over a 2-year period. These findings were evident 
not only in fewer florid symptoms and relapses and in 
smaller drug doses but also in fewer negative symptoms and 
better social adjustment. Distinctively, in this study the 
effects on the family unit as well as on the patient were 
examined. Family members experienced less distress and 
burden, better problem solving and family coping, and less 
patient-related disruption in their daily lives. An economic 
analysis showed that despite the added cost of conducting 
most family sessions in the homes, the overall cost of care 
was less for the family management patients. Other data 
analyses of biological variables, life events measures, and 
observed family interaction variables add to the high density 
of the thought-provoking information provided in this vol- 
ume. 

As a follow-up to this study, replications are needed and 
are underway. In addition, further systematic studies are 
needed of other patient-family samples and other viable 
alternatives, such as intensive social skills training of the 
patient (8), clinic-based family therapy, multiple family 
group therapy, group home and day treatment approaches, 
and, most crucially at present, the contributions of family 
self-help groups and consumer advocates. The ‘‘optimistic 
initial findings" of the Falloon study will indeed serve to 
"encourage investigators in a field of major public health 
significance" (p. 181). 


REFERENCES 


1. Falloon IRH, Boyd JL, McGill CW, et al: Family management 
training in the community care of schizophrenia, in New Devel- 
opments in Interventions With Families of Schizophrenics. Edited 
by Goldstein MJ. San Francisco, Jossey-Bass, 1981 

2. Falloon IRH, Boyd JL, McGill CW, et al: Family management in 
the prevention of exacerbation of schizophrenia: a controlled 
study. N Engl J Med 1982; 306:1437-1440 

3. Falloon IRH, Boyd JL, McGill CW, et al: Family management in 
the prevention of morbidity of schizophrenia: clinicai outcome of 
a two-year longitudinal study. Arch Gen Psychizuy 1985; 
42:887—896 

4. Falloon IRH, Pederson J: Family management in the prevention 
of morbidity of schizophrenia: the adjustment of the family unit. 
Br J Psychiatry 1985; 147:156—163 

5. Falloon IRH, Boyd JL, McGill CW: Family Care of Schizophre- 
nia: À Problem-Solving Approach to the Treatment of Mental 
Hiness. New York, Guilford Press, 1984 

6. Brown GW, Birley JLT, Wing JK: Influence of family life on the 
course of schizophrenic disorders: a replication. Br J Psychiatry 
1972; 121:241-258 

7. Vaughn CE, Leff JP: The influence of family and social factors on 
the course of psychiatric illness: a comparison of schizophrenic 
and depressed neurotic patients. Br J Psychiatry 1976; 129: 
125-137 


959 


BOOK FORUM 


8. Hogarty GE, Anderson CM, Reiss DJ, et al: Family psychoeduca- 
tion, social skills training, and maintenance chemotherapy in the 
aftercare treatment of schizophrenia, I: one-year effects of a 
controlled study on relapse and expressed emotion. Arch Gen 
Psychiatry 1986; 43:633-642 


LYMAN C. WYNNE, M.D., PH.D. 
Rocbester, N.Y. 


The Family and Schizophrenia, by John G. Howells and 
Wabuib R. Guirguis. New York, International Universities 
Press, 1985, 346 pp., $35.00. 


This book is a review of theories and research concerning 
the family environment as an etiological factor in the devel- 
opment of schizophrenia. The authors review the work of 
major theorists in this area (Murray Bowen, Lyman Wynne, 
Don Jackson, Theodore Lidz, and R.D. Laing) on a chapter- 
by-chapter basis. The remaining chapters deal with related 
studies and methodological issues. The authors are keenly 
aware of the methodological limitations of the studies they 
review, and, in this sense; the book could be of value to those 
becoming acquainted with this interesting area of research. 

The book is not, however, a review of the current state, or 
even the most recent state, of research in this area. In fact, the 
book appears to have been written 10 or more years ago and 
may have been minimally updated for publication in the 
1980s. This is a serious limitation of the book, since the area 
of family factors in schizophrenic illness has blossomed in 
the past decade, and many of the methodological limitations 
characteristic of the original studies have been addressed. 
There is scant reference to recent research in this field by 
behaviorally oriented family therapists such as Liberman, 
Anderson, Falloon, and Leff. Particularly neglected are stud- 
ies of schizophrenia and family intervention (e.g., Goldstein 
et al. [1], Falloon et al. [2], and Leff et al. [3]) and the 
longitudinal studies of family factors and schizophrenic 
onset (e.g., Doane et al. [4]). Furthermore, there is little or no 
reference to studies of expressed emotion and the course of 
schizophrenia beyond a brief discussion of the original work 
of Vaughn and Leff (5 ), which has been replicated and 
extended considerably since its publication. 'Finally, the 
numerous studies of communication deviance, a factor that 
has been found to discriminate parents of ‘schizophrenic 
patients from parents of nonschizophrenic patients, receive 
little attention beyond a discussion of the original work by 
Wynne and associates. This is a rather serious omission given 
the authors’ claim that families of schizophrenic patients 
have not been shown to be different from families of "severe 
neurotics.” The most current studies cited by the authors are 
typically their own. 

The authors submit each study to a methodological cri- 
tique following a discussion of the results. The summaries of 
the works are well detailed. The critiques, however, are 
extremely predictable and often pedestrian. The major thesis 
of the book seems to be that the original investigators were 
not really studying schizophrenic patients at all but, rather, 
patients with “severe neuroses” or "severe emotional distur- 
bance.” This claim is rarely supported by convincing argu- 
ments or case examples. For instance, the authors claim that 
in studies where parents of schizophrenic patients did not 
differ or differed only moderately from parents of patients 
with character disorders, the schizophrenic patients must 
really have had character disorders. A similar confusion is 
drawn about the majority of the other studies reviewed in 
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this book, even in cases where patients had been hospitalized 
chronically or intermittently for years before study (Bowen's 
work). It is not even clear what the authors consider a 
“severe neurotic” or what diagnostic criteria they used to 
support this claim. They make no mention of DSM-IU, 
Research Diagnostic Criteria, or most of the other diagnostic 
systems currently in use. 

The authors provide rigorous critiques of the various 
methodologies used in these studies. They do not approve of 
the retrospective, longitudinal, or cross-sectional methods 
but fail to offer alternative research strategies. Their criti- 
cisms often seem to miss the point the studies were trying to 
convey. For instance, they criticize Wynne's studies because 
the experimental and control groups were not matched on 
IQ, which they claim is “the most important single variable 
in such a study” (pp. 313—314). They occasionally buttress 
their arguments for alternative interpretations with "the 
authors’ clinical experience.” 

It is not clear what Howells and Guirguis’s own view of 
schizophrenic development is, although they claim that 
biological factors alone account for the development of 
“process schizophrenia,” while biological and stress factors 
may account for "nonprocess schizophrenia which covers 
neurosis and is qualitatively different from true schizophre- 
nia in its emotional root" (p. 328). They seem to avoid the 
notion of an interactive, diathesis-stress model. They con- 
clude by stating that the studies they reviewed “are indepen- 
dent of any views on the etiology of schizophrenia" (p. 316). 

This book may be of use to students who would like a 
historical overview of the development of the field. For the 
researcher who is seriously interested in the topic, however, 
the book does not adequately represent the current state of 
this field and does not discuss methodological issues that are 
currently of interest to investigators (e.g., how to code family 
interactions, how to analyze sequences of interactional be- 
haviors, how to distinguish trait from state markers). Books 
such as Lansky's (6) and McFarlane's (7), which provide 
more sophisticated, in-depth, and less biased overviews of 
this area of research, may be of more use to experienced 
researchers. 
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Suicide and Depression Among Adults and Young Adults, 
edited by Gerald L. Klerman. Washington, D.C., American 
Psychiatric Press, 1986, 373 pp., $24.95. 


In his remarks about suicidal behavior among young 
people, Gerald Klerman emphasizes the currently recognized 
fact that “the issue of adolescent suicide and depression has 
become a matter of public policy and increasing national 
concern” (p. 365). As editor of this book, which was based 
on a 1982 conference in Boston entitled Preventive Aspects 
of Suicide and Depression Among Adolescents and Young 
Adults, Dr. Klerman integrates the presentations of highly 
respected clinicians and researchers in the fields of clinical 
psychiatry, developmental psychology, epidemiology, and 
public health. A major theme is the search for ways to 
promote the mental health of today’s youth. Thus, much of 
the book uses a public health and epidemiological approach 
that espouses identification of risk factors, incidence data for 
youth suicide, and subsequent development of prevention 
strategies. This focus is evident throughout the book. 

The authors provide divergent views on topics related to 
suicidal behavior in adolescents and young adults. Many 
chapters are specific to issues of suicide and depression, but 
others offer insights about developmental, family, and social 
concerns that have implications for understanding suicide in 
the young. Throughout, research strategies and prevention 
techniques are suggested. These suggestions are a major 
strength of this book. 

A number of chapters discuss theoretical and research 
findings regarding adolescent and young adult development. 
Daniel Levinson reviews a theory of life structure, and Anne 
Petersen and W. Edward Craighead discuss emotional and 
personality development in youth. In an innovative chapter, 
Pamela Perun and Sumru Erkut suggest that adolescent 
well-being “is to be understood in the context of the timing 
of events in individual lives, and relative to sociohistorical 
changes in the social construction of adolescence” (p. 258). 
They contend that adolescence has not remained constant 
but “has been both shortened and lengthened . . . in response 
to social and historical process of change” (p. 264). They 
believe that such change produces stress which can affect a 
particular cohort of adolescents at a particular time. These 
ideas enhance the scope of efforts to understand family and 
genetic factors associated with affective disorders so well 
described in chapters by Myrna Weissman on “Being Young 
and Female: Risk Factors for Major Depression” and by 
Theodore Reich et al. on “Genetic Risk Factors for the 
Affective Disorders.” It certainly complements the extensive 
review by Robert Hirschfeld and Susan Blumenthal of per- 
sonality, life events, and other psychosocial factors in ado- 
lescent depression and suicide. It has implications for the 
important message of Felton Earls and Ada Jemison that 
affective illness and suicidal behavior are substantially dif- 
ferent for American minorities than for the majority culture. 

An important question is whether suicide can be predicted 
by observing risk factors. Several chapters describe results of 
longitudinal studies with implications for outcome of sui- 
cidal behavior and maladaptation among young people. 
Sheppard Kellam and C. Hendricks Brown show that young 
schoolchildren exhibit early signs for the expression of 
substance abuse and psychopathology 10 years later. Gene 
Smith outlines longitudinal research efforts to delineate 
correlates of dysphoric mood and suicidal ideation and acts. 

Although clinical descriptions are not the main focus of 
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this book, they are not lacking. John Mack presents the most 
moving chapter, “Adolescent Suicide: An A-chitectural 
Model,” in which he synthesizes the relationships of a variety 
of factors involving the contextual, structural, and systems 
aspects of youth suicide. These concepts are made memora- 
ble by vignettes of the profound writings of a 14-year-old girl 
who committed suicide by hanging herself at hone. Mack’s 
thinking is complemented by the theoretical discussion of 
Tim Brennan on adolescent loneliness. Brennan suggests that 
“the very process of becoming a person, of assuming an 
individual identity and a separate sense of self, :eads to the 
experience of isolation and loneliness” (p. 187). He notes 
that “the inability to deal with separation and its associated 
loneliness is implicated in certain aspects of developmental 
failure in adolescence” (p. 188) and that failure can increase 
risk for suicidal behavior. Also in keeping with clinical 
concerns, Robert Arnstein describes his experiences as a 
consultant to a college mental health clinic and the implica- 
tions for suicide prevention among this group o: students. 

An illuminating chapter by Ernest Gruenberg contains an 
excellent overview of research strategies useful for planning 
prevention trial studies. He discusses differences between 
clinical treatment trial studies and prevention trial studies. A 
practical application of the integration of these concepts is 
presented by Eva Deykin in her chapter “Adolescent Suicide 
and Self-Destructive Behavior: An Intervention Study.” She 
discusses a promising intervention strategy with suicidal 
13-17-year-olds evaluated in the emergency services of two 
urban hospitals in Massachusetts. 

Finally, this book is conceptualized within the context of a 
historical perspective. It is an outgrowth of the national 
alarm about youth suicidal behavior. In fact, a great lesson is 
to, be learned from the publication of this informative 
volume. The impact of federal support for mental health 
programs in the 1970s, the subsequent effor:s of Julius 
Richmond, who was Surgeon General of the Public Health 
Service and is the author of the introduction to this book, 
and the leadership of Gerald Klerman, as Administrator of 
the Alcohol, Drug Abuse, and Mental Health Administra- 
tion, were aimed at creating greater awareness of preventive 
strategies in coping with mental illness. In 1977, the suicide 
rates for adolescents and young adults were at peak levels. 
However, the Boston conference occurred in 1982, 5 years 
after the maximum suicide rates. Furthermore, this book was 
published in 1986, 4 years after that conference. The timing 
of the publication of this book is an example of a common 
trend: most of our efforts to respond to the needs to prevent 
youth suicide have drastically lagged behind the time of 
greatest need to intervene. Nevertheless, this 5ook is the 
product of a continuity of philosophy and commitment to 
promote healthy mental functioning in young people. It is 
fortunate that this book is now available and can be a 
stimulus for continued efforts to understand and prevent the 
tragedy of youth suicide. 


CYNTHIA R. PFZFFER, M.D. 
White Plains, N.Y. 


Culture and Depression: Studies in the Anthropology and 
Cross-Cultural Psychiatry of Affect and Disorder, edited by 
Arthur Kleinman and Byron Good. Berkeley, University of 
California Press, 1985, 510 pp., $45.00. 


This is an excellent multidisciplinary book that seeks 
answers to two questions: 1) Would the life style in some 
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societies protect one from depressive illness? 2) Does depres- 
sive illness look quite different in some cultures? The anthro- 
pological view is that there are differences not only in 
depression as mood but also in symptoms of depressive 
illness. Examples are that in some African societies dreams 
may be the first signs of illness, suggesting that a witch may 
be attacking one’s vital essence. In American Indian groups, 
however, hearing voices of relatives who have died is con- 
sidered normal. 

Dramatic differences have been found in the expression of 
bodily complaints with depressive illness. Nigerians may 
complain about “ants keep creeping in parts of my brain” 
while Chinese may complain of exhaustion of the nerves or 
of their heart being squeezed. According to this book, the 
fact that symptoms which serve as the criteria for depressive 
illness vary across cultures raises problems for the cross- 
cultural validity of depressive illness. 

The contributions of the anthropologists and psycholo- 
gists are noteworthy. Obeyesekere suggests that if the cul- 
ture-bound syndrome of semen loss were to be operational- 
ized and used as a part of a survey instrument in Europe or 
the United States, it would be considered foolishly ethnocen- 
tric. Spero Manson reports a study of depressive experience 
among American Indians, using illness beliefs among Amer- 
ican Indians to arrive at a culturally sensitive definition. 
Morton Beiser describes the results of his research among 
Africans in Senegal, Indo-Chinese refugees in Canada, and 
Americans in midtown Manhattan: factor analysis showed 
that somatization and depression are separate entities, and 
somatization may be more commonly associated with anxi- 
ety than with depression. Anthony Marsella, a psychologist 
in the World Health Organization (WHO) depression study 
center in Hawaii, reviews the WHO international studies, 
which tend to support the view of a core depressive disorder. 
Finally, Kleinman and Kleinman describe the studies of 
patients in Hunan Medical College in China in which were 
found a close relationship between depression and “neuras- 
thenia." 

Arthur Kleinman is one of the international experts in 
cross-cultural psychiatry. He has done excellent research 
with Chinese in Taiwan and in China. With Byron Good, he 
has produced an excellent resource book. It is highly techni- 
cal, due to the various disciplines of the contributors, but 
nonetheless extremely valuable. 

This book is recommended for all American psychiatrists 
in view of the increasing multiculturalism of the people of the 
United States. All of us need to know more about the ways 
that culture may shape the manifestation of symptoms and 
psychiatric disorders. The book does not definitively answer 
questions in this area, but it asks many pertinent questions 
pointing us in the right direction. 


JOE YAMAMOTO, M.D. 
Los Angeles, Calif. 


Depression: A Psychobiological Synthesis, by Paul Willner. 
New York, Wiley-Interscience (Jobn Wiley c Sons), 1985, 
577 pp., $69.50. 


When first asked to review this book, I was doubtful that 
a synthesis of psychological and biological data was cur- 
rently possible. I also wondered about the value of a review 
of this material in book form because this area is so rapidly 
changing. After reading this work, I still doubt that a 
synthesis is' possible, but I am very impressed with 
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the extraordinarily comprehensive review of the depression 
literature that Dr. Willner has provided. It requires a volume 
of this length. 

Although the concept of the psychobiological model is 
elegant and complex, the term “psychobiological” is some- 
times used as a convenient means of superficially covering all 
the theoretical bases. This book is not superficial. The 
bibliography alone—150 pages of approximately 3,000 ref- 
erences—is very extensive. The second chapter of the book, 
*On the Nature of Psychobiological Explanation," provides 
a very thoughtful discussion of the psychobiological model 
and an interesting critique of theories that focus on one 
aspect of depression. Willner suggests, for example, that a 
knowledge of neurochemical events may be fundamental to 
understanding depression, but these concepts have little 
validity if they do not explain the physiological or psycho- 
logical processes that they presumably control. He suggests 
that an adequate theory of depression has to consider events 
or processes in four domains: chemical, psychological, cog- 
nitive, and experiential. As Willner proceeds with his review 
he attempts to link one domain of research with another. 

Investigators or clinicians interested in theories of depres- 
sion will find this book interesting and useful. I found the 
sections on material with which I was less familiar intriguing 
and useful as a reference for further study. The book can 
serve an important "encyclopedic" function from this per- 
spective, 

My only serious criticism of this book is that the level of 
critical review varies considerably depending on the topic 
covered. The reviews of neurochemical research and animal 
models of depression are thorough and reflect a critical 
perspective. However, research findings in other areas— 
cognitive functioning, lateralization of emotional function, 
and findings in clinical areas, for example—are sometimes 
cited dogmatically even though they might be controversial 
or not well established. For example, Willner states that 

“MAOIs have proved to be of little value in endogenous 
depressions” (p. 57) and that “aggression and hostility are 
absent in bipolar depressions but are not uncommon among 
unipolar endogenous depressions and are usually present in 
neurotic depressions” (p. 124). It should not be surprising 
that a critical review of all areas of depression research is 
beyond the expertise of one individual, but this issue should 
be of concern to those interested in psychobiological models 
because this problem hinders the task of a broad synthesis. A 
critical review of the several domains of research in depres- 
sion requires several experts, but conceptual models are 
usually developed by individuals. I wish the author had 
concluded the book with another, more philosophically 
oriented chapter addressing this issue. Specifically, how can a 
synthesis of a broad area of information be achieved while 
expertise is maintained within specialized areas? 

The title suggests that the author will ultimately attempt a 
synthesis of the theories and data he reviews. Whether he 
intended to or not, Willner successfully demonstrates that 
research in depression covers a vast domain, that connec- 
tions between different areas of research are just beginning to 
be made, and that a synthesis i is not currently possible. I 
think the use of the word "synthesis" in the title is overly 
optimistic. In the last paragraph the author more accurately 
states, “The object of this book has been to provide a current 
and reasonably comprehensive review of the psychobiology 
of depression." He has very successfully accomplished this. 


J. CRAIG NELSON, M.D. 
New Haven, Conn. 
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Modern Approaches to the Dementias, Part I: Etiology and 
Pathophysiology, edited by F. Clifford Rose. Basel, Karger, 
1985, 221 pp., $75.75. 


Modern Approaches to the Dementias, Part II: Clinical and 
Therapeutic Aspects, edited by F. Clifford Rose. Basel, 
Karger, 1985, 195 pp., $68.25 ($143.00 for the set). 


These volumes contain the results of a conference held in 
London in 1983. The papers are short and for the most part 
clearly written summaries of research on Alzheimer's disease. 
Most of the authors are European leaders in the field and 
thus provide American psychiatrists with new ideas and 
different perspectives. 

In part one, Constantinidis reports on the Geneva autopsy 
series and suggests that presenile-onset Alzheimer's disease is 
transmitted as a dominant and senile-onset Alzheimer's as a 
recessive genetic trait. He also suggests an autosomal domi- 
nant form of multi-infarct disease. These cases often begin 
with a depressive or bipolar mood disorder and with other 
behavioral abnormalities not explained by the cognitive 
disorder. Since the pathology often involves the frontal and 
temporal lobes selectively, this disorder is yet another model, 
along with stroke, Huntington's disease, and Parkinson's 
disease, for the study of the neuropathological substrate of 
mood and behavioral abnormalities. In addition, Constan- 
tinidis presents the novel idea that Pick's disease is due to an 
excess of zinc that is found in the urine, blood, and brain of 
the patients and even suggests some improvement with the 
use of EDTA. Replication of this finding should be attempted 
in a multicenter study. 

Kidd et al. review the amyloid story, noting that Alzheim- 
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er's disease is a spectrum of disorders—from dementia 
pugilistica, which is characterized by abundant tangles but 
no plaques, to Jakob-Creutzfeldt disease, which contains in 
some cases plaques but no tangles. They note that in 
Alzheimer's disease amyloid is found in three locations: 1) in 
neurons, in the form of tangles, which they propose are 
related to amyloid, 2) in blood vessel walls, and 3) in 
plaques. 

Wisnieski et al. write that Alzheimer's disease is a slow 
viral infection of a genetically susceptible host. Several 
authors note the evidence suggesting that Alzheimer's disease 
might be a cortical disorder with secondary degeneration of 
the nucleus basalis of Meynert and other subcortical struc- 
tures. 

Bowen et al. report on the results of a brain biopsy and 
post-mortem study leading to the observation that the 
striatum degenerates in Alzheimer's disease. This finding 
suggests that an important descending cortical system medi- 
ated by glutamate is affected, leading to tangle formation in 
addition to the well-known ascending systems from the 
basalis and the locus ceruleus which lead to plaque forma- 
tion. 

In part two, several authors, including the Mohs and Davis 
group, review the effects of cholinergic agonists and esterase 
inhibitors. Thirty percent of subjects can be helped with 
these drugs. The differences between physostigmine respond- 
ers and nonresponders constitute an important area for 
research. 

These books can be recommended as a guide to research in 
the area, when combined with the January 1986 issue of the 
British Medical Bulletin devoted to Alzheimer's disease. 


MARSHAL F. FOLSTEIN, M.D. 
Baltimore, Md. 


Reprints of Book Forum reviews are not available. 
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AIDS-Related Complex Presenting as Psychosis 


Sir: Since the first reports in 1981, acquired immune 
deficiency syndrome (AIDS) has become an expanding major 
public health problem; more than 12,000 cases and 6,000 
deaths have been reported to date (1). Increasingly, physi- 
cians in diverse specialties will have to become alert to 
unusual presentations of this illness. 

The human t-cell lymphotropic (leukemia) virus-type III 
(HILV-ID, also known internationally as HIV (human 
immunodeficiency virus), is believed to be the causative 
agent. This virus has a predilection for neural tissue, and as 
many as 4096 of AIDS patients will have neurologic compli- 
cations at some point in their illness (1). Neuropathologic 
data of autopsied adult AIDS patients have shown that the 
cortex is relatively spared; abnormalities predominate in the 
white matter and subcortical and limbic areas (2). The latter 
areas are believed to govern emotional experience, so it 
should not be too surprising that 82.7% of patients with the 
AIDS-related complex were found to have mood distur- 
bances (3). There have been a few reports (4) of psychosis 
occurring as a later complication of AIDS but none, to our 
knowledge, of psychosis without dementia as the presenting 
feature of CNS infection with the AIDS retrovirus. 

We report the case of a 48-year-old homosexual Cauca- 
sian male with no previous psychiatric history who was 
admitted to a psychiatric hospital for the abrupt onset of 
acute paranoid psychosis. He showed positive results on tests 
of his serum and CSF for HTLV-II. 


The chief complaint of Mr. A, who had worked as a 
supervisor on the railroads for the past 21 years, was his 
overwhelming distress about "being zapped by his neigh- 
bors’ heat flashes and laser-type devices" for the preceding 
3 weeks. These symptoms and his experience of hearing 
voices in his right ear, which he attributed to his neigh- 
bors’ having put a “bug” there, began at the time he had 
an attack of allergic rhinitis, with otitis in his right ear, 
which resolved in 2 days. 

Information gained from the patient, his family, and 
friends revealed no history of previous psychiatric disor- 
der, drug abuse, or exposure to industrial toxins and no 
family history of mental illness. Serial mental status exam- 
inations and neuropsychological tests (Luria-Nebraska) 1 
week apart demonstrated no organic signs, no cognitive 
defects (other than an insignificant [less than 1 SD] 
visuospatial processing problem), and no deterioration of 
mental functioning on repeat testing. 

Review of systems, physical examination, laboratory 
tests (CBC with differential, blood chemistry, endocrine 
and liver-function tests, urinalysis, and RPR), and CAT 
and nuclear magnetic resonance scans revealed nothing to 
suggest AIDS, other systemic infectious illness, lymphad- 
enopathy, or otorhinolaryngologic or neurologic disease. 
À urine screen detected no drugs. 

Two spinal taps performed 3 days apart, before treat- 
ment with neuroleptic medications began, produced the 
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following CSF findings, respectively: WBC, 7 and 8 cells/ 
mm? with 8996 and 10096 lymphocytes and 096 and 1196 
monocytes; glucose, 56 and 68 mg/dl; and protein, 37 and 
71 mg/dl, with no oligoclonal bands. Results of micros- 
copy, serology, and cultures for syphilis, tuberculosis, 
cryptococcus, toxoplasma, herpes group, and all other 
viruses, including HTLV-II, were negative. 

HTLV-II antibodies in blood and both CSF specimens, 
tested by enzyme-linked immunoabsorbent assay and, for 
confirmation, by radioimmunoassay (Western blot tech- 
nique), were reactive. 


The data we have presented in this case history support 
our contention that this patient was probably suffering from 
an organic psychosis without dementia caused by CNS 
infection with the HIV/HTLV-III agent. Intra-blood-brain- 
barrier synthesis of HTLV-III-specific IgG is considered good 
evidence of infection within the blood-brain barrier (5). The 
new Centers for Disease Control (CDC) classification system 
of HTLV-II infections includes group IV-B: neurological 
manifestations of dementia, myelopathy, and peripheral 
neuropathy, but not psychosis. Should forthcoming reports 
in the literature present findings similar to ours, the current 
CDC classification of HTLV-II infections may require revi- 
sion to include psychiatric illness. Nonetheless, psychiatrists 
should consider in their differential diagnosis of mental 
disorders, including psychosis, this increasingly prevalent 
disease entity. 
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Trimipramine in the Treatment of Obsessive-Compulsive 
Disorder 


Sir: Despite progress in other areas of psychopharmacol- 
ogy, the treatment of obsessive-compulsive disorder remains 
difficult. Although many antidepressant agents have been 
reported to be effective in this disorder, these findings have 
been inconsistent (1). Numerous authors have reported a 
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specific antiobsessional effect of the substituted form of 
imipramine, clomipramine (2); it has also been demonstrated 
that this antiobsessional effect is independent of any antide- 
pressant effect in patients with this disorder (2). Unfortu- 
nately, clomipramine has not been approved for use in the 
United States. 

Trimipramine, another substituted form of imipramine, is 
currently approved by the Food and Drug Administration. 
Hypothesizing that its similarity to clomipramine might 
indicate that it has an antiobsessional effect, we recently 
successfully treated a patient with obsessive-compulsive dis- 
order with trimipramine. 


Andrew, a 12-year-old prepubertal boy, developed an 
acute onset of obsessive thoughts about religion and 
“going to hell," as well as a compulsion to read the Bible 
in various situations, approximately 6 months before 
coming for treatment. The thoughts and compulsions were 
recurrent and intrusive; although the boy viewed them as 
irrational, he was unable to suppress them. Over the next 
2 months he became progressively more depressed and 
developed insomnia, anorexia, anhedonia, deterioration in 
school performance, and passive suicidal ideation, fol- 
lowed by lack of interest in personal hygiene and delusions 
of worthlessness. He was initially treated with imipramine, 
150 mg/day, and trifluoperazine, 10 mg/day. The com- 
bined plasma concentration of imipramine and desipra- 
mine was 270 ng/ml. 

Andrew’s reality testing improved during the first week, 
and his neurovegetative symptoms resolved over the next 5 
weeks. Although his mood became considerably less de- 
pressed, the religious obsessions persisted. Alprazolam, 4 
mg/day, was added to his drug regimen without effect. 

After 8 weeks of therapy, the imipramine was discon- 
tinued and trimipramine, 150 mg/day, was substituted. 
Within 2 weeks there was a dramatic resolution of 
Andrew’s obsessions, compulsive behavior, and anxiety. 
Subsequently, the alprazolam and trifluoperazine were 
discontinued without any increase in symptoms. The 
beneficial effect of trimipramine persisted over the next 5 
months; the patient last reported only an occasional 
obsessive thought. 


We are unaware of any previous reports in the literature of 
the use of trimipramine in obsessive-compulsive disorder. 
Since this patient did indeed manifest depressive symptoms, 
it might be argued that the antidepressant effect of 
trimipramine was solely responsible for his improvement. 
However, the patient initially manifested obsessive-compul- 
sive—not depressive—symptoms, and these depressive symp- 
toms clearly remitted with imipramine, leaving the pure 
obsessive-compulsive syndrome, which proved responsive to 
trimipramine. 

The mechanism of antiobsessional action of clomipramine 
is not at all clear. It has been speculated that inhibition of 
serotonin reuptake may be crucial, as clomipramine is par- 
ticularly potent in this regard (3). However, Insel et al. (4) 
demonstrated that the potent serotonin reuptake inhibitor 
zimelidine is ineffective in obsessive-compulsive disorder and 
concluded that antiobsessional effect is not related to sero- 
tonin reuptake inhibition. Also, trimipramine is not a par- 
ticularly strong serotonin reuptake inhibitor (3). Both 
trimipramine and clomipramine exhibit dopamine D; recep- 
tor blockade—perhaps 10 times that of imipramine (5). One 
could speculate that this may be related to antiobsessional 
effect. Clearly, further investigation is needed to elucidate the 
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neuropharmacologic effect of tricyclic antidepressants in 
obsessive-compulsive disorder. 
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Clonidine and Clomipramine in Obsessive-Compulsive 
Disorder 


Str: Clonidine hydrochloride has been shown to be effec- 
tive in the treatment of Gilles de la Tourette's disease (1, 2), 
markedly alleviating the obsessional symptoms. There was 
also a report in this journal that clonidine was effective in 
obsessive-compulsive disorder (3). We report three cases of 
obsessive-compulsive disorder, meeting DSM-III criteria, in 
which treatment with a combination of clonidine and anti- 
depressants was successful. 


Adam, a 16-year-old youth, had a 12-month history of 
obsessions consisting of suicidal thoughts and murderous 
thoughts about his family. He recognized these thoughts as 
absurd and attempted to resist them, which increased his 
anxiety. The obsessions impaired his school performance 
and he became socially withdrawn. His mood became 
depressed, but there were no biological features of depres- 
sion. He had no past psychiatric history and no family 
history of psychiatric problems. 

Adam was given clonidine, 0.25 mg/day, and clomipra- 
mine, 20 mg/day. Within 3 months he was much im- 
proved. His dose of clonidine was increased to 0.25 t.i.d. 
and the dose of clomipramine to 10 mg ti.d.; within 
another 2 months he was symptom free. He remained free 
of symptoms at 12-month follow-up. 


Ms. B, a 41-year-old woman, had an 8-month history of 
obsessions, which consisted, for instance, of wondering, 
“What does food taste like to other people?” She had a 
10-year history of obsessions, remitting and exacerbating 
at annual intervals. Her sister also suffered from obses- 
sions. She was put on a regimen of clomipramine, 40 mg/ 
day; a month later this was increased to 60 mg/day, and 
flupenthixol, 5 mg/day, was added. She began to improve. 
Her dose of clomipramine was increased to 100 mg/day, 
but she developed symptoms of giddiness, so the dose was 
reduced to 75 mg/day. Little improvement had occurred 
after 6 months. She was then given clonidine, 0.25 mg 
b.i.d., and the flupenthixol was discontinued. She began to 
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improve in 48 hours. She was seen 4 months later, by 
which time her obsessions had virtually disappeared. She 
was still symptom free 16 months later. 


Mr. C was a 31-year-old man with an 8-year history of 
depressive feelings and obsessions. The obsessions con- 
sisted of haunting visions of a boy’s face. He was given 
tranylcypromine, which improved his mood but not his 
obsessions. The tranylcypromine was discontinued, and he 
was given clonidine, 0.25 mg b.i.d., and clomipramine, 20 
mg/day. Within 1 month he was much improved. At 
18-month follow up he had remained symptom free for the 
whole of that period. 


Our experience with these cases led us to conduct a 
double-blind, placebo-controlled trial of clonidine in patients 
with obsessive-compulsive disorder, which we intend to 
report shortly. 
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Interaction Between Thioridazine and Naltrexone 


Str: We would like to report an adverse interaction 
between thioridazine and naltrexone in two patients. Both 
patients had been stabilized on thioridazine for many months 
without reporting any major side effects, but they experi- 
enced intense lethargy after naltrexone was added to their 
regimens when they participated in a pilot project to assess 
the efficacy of naltrexone for tardive dyskinesia. 


Mr. A, a 54-year-old black man with a history of 
chronic paranoid schizophrenia, had been stabilized on 50 
mg t.i.d. of thioridazine for several years. He had tolerated 
the medicine without any side effects except a moderate 
but stable tardive dyskinesia. He gave written consent to 
participate in a pilot research protocol involving a 
naloxone challenge test (0.8 mg i.v.) and 50 mg/day of 
naltrexone for 2 weeks. At the time of the study he was not 
taking any other medicine. The naloxone challenge test 
was uneventful, but after receiving his second dose of 
naltrexone, Mr. A became very sleepy and lethargic. He 
slept long hours and did not wish to be awakened for his 
meals. He became paranoid and fearful when awake. 
There were no other changes in his mental status exami- 
nation and no other sign of increased neuroleptic level, 
such as extrapyramidal side effects. The severe lethargic 
state cleared up 12 hours after the last dose of naltrexone. 


Mr. B, a 34-year-old white man who had had a chronic 
schizoaffective disorder for 14 years and severe tardive 
dyskinesia for 7 years, had been given trials of several 
neuroleptics over the past 13 years. Before his current 
admission, he had been maintained on 200 m.g. t.i.d. of 
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thioridazine for 12 months without any detectable side 
effects. He gave written consent to undergo a naloxone 
challenge test (0.8 mg i.v.) followed by 100 mg of 
naltrexone every other day for 2 weeks. As in the case of 
Mr. A the naloxone challenge test was uneventful, but 
after receiving the second dose of naltrexone, Mr. B 
became lethargic and slept for 36 hours. He managed to 
wake up only for oral fluid intake and urination. There 
were no additional changes in his mental status examina- 
tion, and, as in the first case, no other signs of neuroleptic 
toxicity were observed. His condition also cleared up 12 
hours after the last dose of naltrexone. 


Thioridazine, similar to other aliphatic phenothiazines, 
possesses sedative effects upon acute administration. Toler- 
ance to this sedation, however, usually develops with chronic 
use. Neither of the patients reported here exhibited any 
sedative effects before participating in the study. 

Naltrexone, an opioid antagonist with minimal agonistic 
effects, has rarely been reported to produce sedation (1). It is 
possible that naltrexone inhibits the degradation of thiorid- 
azine, thus increasing plasma concentration of thioridazine 
and leading to a thioridazine toxic state, or there may be a 
pharmacodynamic interaction that has little bearing on 
thioridazine levels. Unfortunately, we did not determine 
these two patients’ thioridazine plasma levels. 

Since naltrexone is now available for the rehabilitation of 
opioid-dependent individuals, and some of these people may 
be concurrently taking neuroleptics, we believe clinicians 
should be aware of this presumed interaction. 
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Mediation of “Calcium Antagonist” Effects by Dopamine 
Receptor Blockade 


Sig: Thomas L. Walsh, M.D., and colleagues (1) described 
the usefulness of verapamil and nifedipine but not diltiazem 
in two patients with Tourette's disorder. 

There is an explanation for reports of behavioral effects 
with some calcium channel antagonists but not with others. 
Verapamil appears to have dopamine receptor blocking 
activity. In 1982 Cronin (2) reported that verapamil dis- 
placed ?H-spiperone binding in porcine anterior pituitary. 
This was consistent with reports of prolactin release and 
galactorrhea in women receiving verapamil (3, 4). Johnson et 
al. (5) showed reversal of dopamine effects by verapamil in 
an isolated rabbit ear artery preparation. Diltiazem and 
nitrendipine, however, did not antagonize dopamine. 

We examined the mood and neuroendocrine effects of 
diltiazem in a single-blind study of bipolar patients and 
normal control subjects. The diltiazem was given in a dose of 
5-15 mg i.v. over 10 minutes, and a significant decrease in 
heart rate was seen. However, there were no mood effects in 
four normal volunteers and two euthymic bipolar patients. 
We also found no effect of intravenous diltiazem in a 
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hypomanic patient tested on two occasions. Diltiazem did 
not affect prolactin or cortisol levels. 

Verapamil has been reported to be effective in some manic 
patients (6). The available evidence is consistent with the 
hypothesis that the effects of verapamil in psychiatric pa- 
tients are mediated through dopamine receptors rather than 
calcium channel blockade. It has yet to be demonstrated that 
other calcium antagonists such as diltiazem, which do not 
appear to block dopamine receptors, have effects on mood or 
psychiatric symptoms under controlled conditions. 
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Increased Libido with Trazodone 


Str: I was especially interested in the report by Nanette 
Gartrell, M.D., of increased libido in women receiving 
trazodone (1) because of my experience in treating a de- 
pressed male bipolar patient over the course of 20 months. 


Mr. A, a 36-year-old single white man, had had his first 
manic episode at the age of 24. Since that time he had had 
five psychiatric hospitalizations, four for mania and one 
for severe depression. When lithium maintenance was 
started 5 years previously, Mr. A's manic episodes oc- 
curred less frequently, but his depressions remained severe 
and refractory to treatment. Three months before I began 
to treat him he had been hospitalized briefly for a manic 
episode that had responded quickly to antipsychotics. 
Before that, he had been euthymic for 4 months. He came 
for treatment with vegetative signs of depression (anergy, 
decreased concentration, hypersomnolence, decreased ap- 
petite, severe psychomotor retardation), social with- 
drawal, and suicidal ideation. In addition to lithium, 2100 
mg/day, with blood levels of 0.8—1.2 meg/liter, he was 
already taking trazodone, 450 mg/day in divided doses. He 
had had trials of at least five other antidepressants before 
starting trazodone 2 years previously. Although aware of 
the risk of priapism with trazodone, he reported that it had 
not interfered with his sexual functioning but had, in fact, 
increased his sexual desire even while he was depressed. 

Mr. A's trazodone was increased to 600 mg/day and his 
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increased sexual desire persisted. Occasionally, he would 
have sex with his usual partner; usually he would mastur- 
bate several times daily. He was never socially hypersex- 
ual, nor did he exhibit any other indications of mania, 
hypomania, or mixed manic state, but he remained mod- 
erately to severely depressed. Subsequently, Mr. A had 
adequate trials of both nortriptyline and phenelzine; when 
he was taking these medications his libido returned to the 
usual low depressive levels, which was quite distressing to 
him. Even though his depression responded partially to 
phenelzine, Mr. A wanted to return to trazodone treat- 
ment specifically because of the increased libido effect. 
Trazodone was restarted and, again, his sexual desire 
increased dramatically and remained increased. He con- 
tinued to prefer trazodone for this reason, even though it 
was not a particularly effective antidepressant for him. 


This patient's increased libido could have been an unusual 
presentation of a hypomanic state (2). However, the in- 
creased libido occurred while he was clinically depressed and 
showed no other signs of mania or hypomania. Further, 
treatment with a tricyclic for 1 month and a monoamine 
oxidase inhibitor for almost 2 months did not produce any 
hypomanic symptoms; when trazodone was restarted the 
increased libido recurred. Another explanation might be that 
trazodone exerted a more direct pharmacologic stimulation 
of sexual desire, as Dr. Gartrell suggested. While regulation 
of sexual desire remains poorly understood, animal studies 
have associated increased dopamine with sexual stimulation 
(3), and trazodone does exhibit dopaminergic activity (4, 5). 
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Long-Term Effects of Incest 


Str: The inferences drawn by Judith Herman, M.D., and 
associates in "Long-Term Effects of Incestuous Abuse in 
Childhood" (1) seem unjustified by the data they presented. 
They proposed “to delineate the range of long-term out- 
comes" and identify "persistent symptoms and difficulties," 
but their literature review and data presentation repeatedly 
suggested that there was a causal relationship. Although this 
is a compelling argument, it cannot be shown by the data 
collected. Like most case history data, theirs can only pose 
hypotheses, not answer them (2). 

They described two samples: 152 of 930 women surveyed 
in the San Francisco aréa who reported sexual abuse in 
childhood and 53 female outpatients in a short-term therapy 
group for incest victims. The authors pointed out that the 
two samples could not be properly compared but then 
proceeded to compare them! They also calculated chi- 
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squares on data (their table 2) that represent subjects more 
than once (187 “occurrences” in 152 subjects) and are 
therefore not appropriate for the chi-square test. 

The larger community sample could have been used to 
meaningfully explore the specific aftereffects of such abuse, 
but it was not. For instance, the authors reported complaints 
from abused women concerning negative feelings about men, 
sex, and themselves; generalized feelings of anxiety and 
mistrust; difficulties in forming or maintaining relationships; 
and current sexual problems. Surely these same complaints 
could have been found in some women among the remainder 
of the sample who were not abused. If the entire sample had 
been asked the same questions, then the hypothesis could 
easily have been tested by chi-square, but this was not done. 

The authors emphasized in their discussion that all the 
abused women were upset by their experiences, but more 
striking was the fact that more than 18% were not very upset 
or were not upset at all. One wonders why not. Although 
about 5096 of the sample were not aware of any residual 
effects or reported that these were only slight, the authors 
stated that this was "optimistic" and suggested—without 
data—that perhaps the informants were not themselves 
aware of the long-term consequences! 

Finally, the authors did not seem to recognize that just 
because subjects attributed symptoms to childhood abuse, 
this does not really shed any light on actual causal factors. 
Research on the long-term consequences of childhood sexual 
abuse is badly needed, but it must be methodologically sound 
if it is to lead to knowledge that can protect future genera- 
tions. 
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RICHARD C. EVENSON, PH.D. 
St. Louis, Mo. 


Coerced Outpatient Treatment 


Str: In “Rights, Wrongs, and the Dilemma of Coerced 
Community Treatment” (1), Jeffrey L. Geller, M.D., argued 
convincingly that a sizable number of individuals who do not 
obtain psychiatric care voluntarily, and who become danger- 
ous without psychiatric treatment, might adjust well to life 
outside the hospital if taking psychotropic drugs regularly 
were made a condition of their staying free. Dr. Geller 
deserves praise for his honest, thoughtful account of how he 
provided "enforced care." He noted that coercive outpatient 
treatment raises a number of moral questions; I would like to 
note two issues that he did not include in his excellent 
discussion. 

1. When Dr. Geller wrote of “the plight of the. . . chronic 
psychiatric patient in the community," he implied that 
coerced treatment could be imposed on psychiatric patients 
whose relapses might endanger only themselves. However, 
physicians in all specialties encounter patients who undergo 
repeated, costly hospitalizations and endanger their lives 
because they fail to follow treatment recommendations: 
diabetics who don't take insulin properly, emphysema pa- 
tients who won't stop smoking, heart failure patients who 
eat a lot of salt, etc. Wouldn't arguments that justify out- 
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patient commitment of psychiatric patients justify similar 
coercion for all medical patients whose noncompliance en- 
dangers themselves? What is it about competent, uncondi- 
tionally discharged psychiatric patients (like those Dr. Geller 
"coerced") that differentiates them from other medical pa- 
tients witli chronic, relapsing illnesses? Would nonpsychiat- 
ric physicians want to assume the authoritarian role that Dr. 
Geller advocates for psychiatrists? 

2. Dr. Geller suggested that a major difficulty in coercing 
patients involves balancing their autonomy against any 
paternalistic duties which (presumably benevolent) physi- 
cians may have. However, it is consistent with giving liberty 
rights the highest priority to think that mental illness may 
justify overriding those rights (2), Unfortunately, psychia- 
trists, lawyers, and ethicists have often focused debate on the 
quality of a psychiatric patient’s autonomy instead of resolv- 
ing the questions of why, when, and how a psychiatric 
patient’s autonomy can be rightfully restricted. 

Psychiatrists often possess important general or particular 
knowledge regarding the likelihood of a recurrence of psy- 
chiatric illness and associated dangerous behavior. However, 
society usually gives courts the power to deprive rational 
persons of their liberty. When psychiatrists coerce patients 
with threats of commitment—even if this is indisputably in 
their best interest—patients’ due process rights are violated. 
The North Carolina commitment statute cited by Dr. Geller 
puts the responsibility for forcing outpatient treatment on 
the courts, where that responsibility belongs. 

Physicians nowadays can make available to patients ther- 
apeutic tools with enormous power to better their lives, but 
whether patients have a legal obligation to use those tools is 
a matter for courts, not doctors, to decide. 
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DOUGLAS MOSSMAN, M.D. 
Charleston, S.C. 


Dr. Geller Replies 


Sır: I thank Dr. Mossman for his praise and address the 
two issues he raises. 

Dr. Mossman draws a parallel between psychiatric pa- 
tients who endanger only themselves and medical patients 
who endanger themselves by, failing to comply with the 
clinical management of their disorder. This analogy is prob- 
lematic. Society has not created a system of enforced care for 
medical patients, whereas it has done so for psychiatric 
patients. Commitment of a psychiatric patient for mental 
illness and dangerousness on the basis of that mental illness 
may occur independent of the patient’s competency. Since 
psychiatrists operate in a system that not only sanctions 
involuntary inpatient treatment of mentally ill individuals 
but also sanctions preventive confinement of those individu- 
als (1), the leap to outpatient commitment is not one that 
segregates the psychiatric patient from all others who are ill. 
Rather, it extends the imposition of treatment from inpatient 
settings to outpatient settings. The debate on involuntary 
psychiatric treatment, independent of the locus of treatment, 
is ongoing and has generated an extensive literature of its 
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own—produced by psychiatrists (2), philosophers (3), and 
lawyers (4). 

Dr. Mossman takes issue with my arrogation of power in 
the (potential) deprivement of patients’ liberty. It should be 
clear from the article that I, too, believe that the authority for 
involuntary outpatient commitment should be through state 
statutes and the courts’ enforcement of those statutes. How- 
ever, if the practicing psychiatrist doubts that noninterfer- 
ence is consistently respectful of autonomy and believes from 
clinical experience that enforced treatment is the only effica- 
cious treatment for a specific patient, should he or she be 
required to attempt to treat the patient voluntarily once 
again? To do so follows too closely the advice one character 
gave to another in Leaving Cheyenne (5): 


"She's made mistakes,” he said, “So have I and so have 
you.” 

* At least I ain't made the same ones over and over 
again," I said. 

* Why not? You might as well make them you're used 
to as to make new ones all the time. It don't do no more 
damage." 
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JEFFREY L. GELLER, M.D., M.PH. 
Worcester, Mass. 


Obsessive-Compulsive Disorder and Psychosis 


Sır: Thomas R. Insel, M.D., and Hagop S. Akiskal, M.D., 
are to be complimented for their bold and thorough excur- 
sion into the somewhat murky territory of obsessive- 
compulsive disorder and psychosis (1). They identified 1) 
patients who begin with obsessive-compulsive symptoms and 
then become overtly and chronically schizophrenic, 2) an- 
other group who are so imprisoned by their obsessive- 
compulsive symptoms that reality ceases to dominate and 
who are, for all practical purposes, psychotic, and 3) a 
group—of greatest interest to me—which they described in 
the section Reactive Transition From Obsessions to Delu- 
sions. 

In this section I did not think the authors sufficiently 
documented their statement that “follow-up studies demon- 
strate that as many as 20% of patients with obsessive- 
compulsive disorder become psychotic.” A recent examina- 
tion of the literature on brief psychosis in typical obsessive- 
compulsive disorder had led me to conclude that it is a very 
uncommon development. The authors quoted Sir Aubrey 
Lewis (2) as noting, “The surprising thing is not that some 
obsessionals become schizophrenic, but that only a few do 
so." From my study of the literature and from experience 
over four decades, I would extend Sir Aubrey's statement: 
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the surprising thing is not that some obsessionals have brief 
psychotic episodes, but that only a few do so. Further 
comment would be appreciated. 
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MYRON G. SANDIFLR, M.D. 
Lexington, Ky. 


Drs. Insel and Akiskal Reply 


Str: The percentage of obsessive-compulsive disorder pa- 
tients who become psychotic remains unclear. In table 1 of 
our article, we cited eight follow-up studies suggesting that 
the incidence of schizophrenia was quite low in obsessive- 
compulsive disorder but that between 1.5% and 16.7% of 
patients with this disorder develop some form of osychosis. 
In one study, 20% of the patients were described as ‘‘doubt- 
fully psychotic" at the outset. These figures are not entirely 
conclusive because the studies we cited used varying criteria 
for the diagnosis of obsessive-compulsive disorder and usu- 
ally were not explicit in their descriptions of psychosis. 

Still, we would not agree with Dr. Sandifer's comment that 
psychosis is “a very uncommon development." A recent 
follow-up study of 100 patients with obsessive-compulsive 
disorder diagnosed by DSM-III criteria found that 6% had 
delusions, 4% had hallucinations, and 1% had formal 
thought disorder (1). In that study, 8096 developed depres- 
sion and 16% showed what the authors descr:bed as a 
“deteriorative course." These more recent data agree with 
our summary of the earlier follow-up studies in that 1) a 
substantial proportion of "typical" patients with obsessive- 
compulsive disorder showed evidence of psychotic features 
at follow-up, and 2) those who became psychotic were more 
likely to show an affective than a schizophrenic pattern. 

The point of our paper was to eschew a narrow associa- 
tion between obsessive-compulsive syndrome and neurosis. 
We believe the syndrome is best viewed as a spectrum of 
disorders, some of which share features of both affective and 
paranoid psychoses. 
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THOMAS R. INSEL, M.D. 
Betoesda, Md. 

HAGO? S. AKISKAL, M.D. 
Memphis, Tenn. 


Pisa Syndrome, or Pleurothotonus 


Sir: In their letter “The Pisa Syndrome During Mainte 
nance Antipsychotic Therapy" (1), Nina Guy, M D., and 
associates used a catchy label to describe a tardive dystonic 
reaction that is marked by tonic flexion of the trunk to one 
side along with a slight rotation. I find the label dehuman- 
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izing and prefer the older and admittedly duller name of 
*pleurothotonus," which has almost disappeared from the 
psychiatric literature. 

This striking disorder is not rare, as is claimed by Ekbom 
et al. (2) or as is implied by its absence from recent psycho- 
pharmacology textbooks. It is more common than opistho- 
tonus, which is regularly mentioned. I have seen six cases of 
pleurothotonus in my 11 years’ work in two state hospitals. 
The patients were all more than 50 years old, some were 
male and some were female, and ali suffered from chronic 
schizophrenia. As in acute dystonic reactions, which have 
been associated more commonly with high-potency neuro- 
leptics (3), all six patients were taking high-potency antipsy- 
chotic medications. They all responded to a decrease in 
dosage and/or the addition of antiparkinsonian medication. 


REFERENCES 


1. Guy N, Raps A, Assael M: The Pisa syndrome during mainte- 
nance antipsychotic therapy (letter). Am J Psychiatry 1986; 
143:1492 

2. Ekbom K, Lindholm H, Ljungberg L: New dystonic syndrome 
associated with butyrophenone therapy. Zeitschrift für 
Neurologie 1972; 202:94—103 

3. Swett C Jr: Drug-induced dystonia. Am J Psychiatry 1975; 132: 
532—534 


WILFRID L. PILETTE, M.D. 
Worcester, Mass. 


Dr. Guy and Associates Reply 


Sir: In our letter we described the tonic flexion of the 
trunk to one side along with slight rotation and compared it 
to the Tower of Pisa. We do not find the label “Pisa 
syndrome" dehumanizing. Even in the Bible, people were 
compared to towers: "Thy neck is like the tower of David 
builded for an armoury, whereon there hang a thousand 
bucklers, all shields of mighty men" (The Song of Solomon 
4:4). 

Saxena (1) described one case of Pisa syndrome in 1986, 
and Yassa (2) reported two cases in 1985. The case we 
described was the only one we had seen during 13 years of 
work with chronic schizophrenic patients who were treated 
with neuroleptic drugs. We think it is important to report 
these rare cases of the Pisa syndrome, which appeared in 
patients less than 50 years old, and to be aware of the 
treatment needed by those patients. 
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NINA GUY, M.D. 
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MARCEL ASSAEL, M.D. 
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Pseudologia Fantastica 
Sır: The literature on pseudologia fantastica is sparse and 


has not been reviewed in English since Wiersma (1), over 50 
years ago. Nevertheless, pseudologia fantastica is still used, 
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for example, as one of the diagnostic symptom triad (with 
peregrination and disease simulation) for Munchausen syn- 
drome (2); it was described recently in the article 
“Pseudologia Fantastica in the Borderline Patient" by Scott 
Snyder, M.D. (3). Dr. Snyder’s paper is important for its 
description of the possible dynamic underpinnings of patho- 
logical lying in borderline patients. However, it appears that 
he used the terms “pathological lying" and "pseudologia 
fantastica" interchangeably, thereby making the proposed 
psychodynamic formulations less specific. For example, 
some of the lies Dr. Snyder described seemed overtly manip- 
ulative or aggressive. 

Others have also used pseudologia fantastica interchange- 
ably with pathological lying (4), but it may be more useful to 
view pseudologia as one type of pathological lie. Wiersma's 
(1) distinction is useful in this regard. He described lying as 
a continuum, with "normal" lying at one end and 
pseudologia, as an extreme form of pathological lying, at the 
other. On the basis of his review, pseudologia fantastica is 
characterized by the telling of stories without, or entirely 
disproportionate to, discernible motive and with such zeal 
that the liar may convince himself of their truth. In so doing, 
the liar impairs his discrimination of fantasy from reality. 
While a defective or incomplete distinction between fiction 
and reality must be present, pseudologia is distinct from 
delusions in that when pseudologues' attention is energeti- 
cally brought to the subject, they can acknowledge, at least 
partly, the falseness of their utterings (1). 

Pseudologia fantastica is a fascinating phenomenon that 
has been reported in a variety of contexts including organic 
impairment (5) and primary cbaracter disorders. For this 
reason the distinction between pseudologia and other patho- 
logical lies, although difficult, is important. 
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BRYAN H. KING, M.D. 
Los Angeles, Calif. 
CHARLES V. FORD, M.D. 
Little Rock, Ark. 


Dr. Snyder Replies 


Str: I welcome the comments of Drs. King and Ford. They 
stress the point that pseudologia fantastica should be viewed 
as an extreme form of pathological lying and provide one of 
the original definitions of this syndrome. 

The definition of pseudologia fantastica that is found in 
the opening paragraph of my paper is practically identical to 
the one provided by Wiersma. The question then becomes, 
To what degree did the patients described in the four case 
reports meet the cited criteria for pseudologia without being 
“manipulative or aggressive"? Cases 1 and 4 clearly meet 
either definition for pseudologia. In case 2, the patient may 
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have been expressing her anger toward men through her 
pseudologia, but she had no obvious personal gain to be 
realized from manipulating the facts of the alleged rape. She 
fulfilled all other clinical characteristics of pseudologia. The 
patient in case 3 was somewhat manipulative but gained 
little in practical terms from the arrival of her parents. 
Otherwise she met all the criteria for pseudologia. 

By definition, borderline patients tend to be “manipulative 
and aggressive.” Under either definition, the patients de- 
scribed in these cases fulfilled the criteria for pseudologia 
fantastica. 


SCOTT SNYDER, M.D. 
Athens, Ga. 


Systems and the Structure of Meaning 


Sir: Michael Alan Schwartz, M.D., and Osborne P. Wig- 
gins, Ph.D., in their article on systems and the structure of 
meaning (1), suggested ways to reduce the “bloomin’ confu- 
sion" of understanding everything from subatomic particles 
to social systems. Within the assumptions and rhetoric they 
employed, their arguments seem reasonable. The problem is 
how to evaluate whether what they said is true. Any number 
of theoretical approaches can explain; how should we 
choose? 

In the systems they delimited as following causal process— 
from subatomic particles through the nervous system—we 
validate theories by empirically testing hypotheses within the 
scheme of the natural sciences, and there is little disagree- 
ment about how to do that. However, the “higher” level— 
from the person to the biosphere—they said, we understand 
(versteben) by grasping the meaning of things. 

The problem is, how do we validate such understanding? 
If Mr. Glover tells us that he got upset when the resident 
missed his artery because he lost confidence in the staff, that 
seems quite a reasonable explanation; but what if we want to 
go further and explain why Mr. Glover might be more 
sensitive to such a situation than others, or if we wish to 
descend to some "deeper" level of understanding as typified 
by various psychodynamic schools? How do we choose 
which explanations to accept? It's all very nice to say that we 
need to know a lot about the person to avoid an incorrect 
explanation, but I doubt if this resolves the question. Clini- 
cians with comparable knowledge of a person's “empirical 
condition” come to quite different explanations. I don't see 
how this wider-ranging theoretical structure will help us in 
our task of deciding among all the various ways of under- 
standing people, once we have ruled out, as Jaspers does, 
using the scientific method accepted in the natural sciences 
(2). Must we discard the scientific method of proving a 
hypothesis by predictive experiments? I don't see why we 
must follow Jasper in making this sharp dichotomy. It is 
conceivable that explanations about persons and social 
systems can lead to empirically verifiable hypotheses, e.g., 
the distinguished work of Phillips (3) showing that publicity 
about suicide leads to an increase in suicides. This type of 
research will not plumb the soul and explain everything, but 
it can increase our understanding of why people act as they 
do. 

On the other side, strict scientific investigation within the 
natural sciences is not without some degree of subjectivity 
and intuitive understanding, since any way we conceive of a 
physical system and an experiment must be based on how we 
structure and think of the world. And, of course, since 
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quantum mechanics came along we have had to realize that 
there is no strict separation between the observer and the 
observed—that we don’t just empirically evaluate what is 
“out there” as though we were not ourselves part of “out 
there." 

Jaspers's dichotomy doesn't seem ironclad. We should not 
give up our struggle to validate theories within the realm of 
persons and social systems by experiment, and we should not 
be unaware of the “soft” intuitive aspects of “hard science.” 
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ARTHUR RIFKIN, M.D. 
Elmhurst, N.Y. 


Drs. Schwartz and Wiggins Reply 


Sig: Dr. Rifkin objects to a strict dichotomy between 
understanding and explanation, which we in fact never 
endorsed. Our views of science, however, do differ from his. 
For us, all scientific investigation employs a critical attitude, 
a commitment to search for as much evidence as possible 
regarding the truth or falseness of any given claim !1—3). In 
addition, the different domains of scientific investigation 
present themselves to us evidentially in very different ways; 
for this reason, these different domains are best illuminated 
by different scientific methods. The more abstract sciences, 
such as physics, are better served by more abstract methods, 
such as mathematical and statistical methods (i.e., explana- 
tion), while the more concrete sciences, such as psychology, 
are better served by more concrete methods (i.e., understand- 
ing). But we admit no dichotomy here. Understanding, for 
example, also plays a role in physical sciences. Physiologists 
studying laws governing the functions of rods and cones in 
vision would never even have been able to localize their field 
of study if they had not already understood that eyes are for 
seeing. Moreover, explanation plays a role in the human 
sciences. However, while we admire Phillips’s work on 
suicide as much as Dr. Rifkin does, we find that such 
explanations are by themslves rather empty and abstract. 
They may tell us a great deal about suicides in general, but 
they tell us very little about Mr. Smith's suicide last Friday. 
What is gained with explanation is precision and exactitude, 
but what is lost is the fullness and concreteness of phenom- 
ena. 

And what of understanding, which seems too ambiguous 
for Dr. Rifkin? In fact, Jaspers's “laws of meaningfulness" 
do help us surmount some of this ambiguity (4). They do 
negate some ways of understanding—for example, ways 
unsupported by any direct evidence. Furthermore, Jaspers's 
laws provide the inclusion criteria (depth, complexity, con- 
nectedness, and vividness) and exclusion criteria (the need to 
resort to many ad hoc assumptions and extraconscious 
mechanisms). Dr. Rifkin seems to want more precision than 
this, yet here he demands too much. If we examine human 
meaning with a critical attitude, we see that multiple inter- 
pretations of phenomena are in fact grounded in directly 
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given evidence (2). The meaning of a human experience is in 
fact ambiguous. Nonetheless, not just any interpretation will 
do, because many fail to be grounded in evidence altogether 
and instead require ad hoc hypotheses and cumbersome 
extraconscious mechanisms. While some may wish to find 
the one true interpretation, the critical attitude discloses 
many. Such ambiguity may seem unsatisfactory, but, con- 
trary to what many think, precision and exactitude are not 
requirements of genuine science. Rather, the requirement is 
to remain faithful to what the evidence discloses. It is even a 
violation of the data to force them into precise models when 
they are ambiguous. We like to call such a dogmatic stance 
“the Procrustes complex,” in honor of the mythological 
figure who first demanded precision at all costs. A truly 
scientific psychiatry will avoid such a stance and admit a 
healthy pluralism of methods (5). 
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diarrhea, dry mouth, dermatitis /allergy, dreaming/nightmares, insomnia, paresthesia, 
tinnitus, dysesthesia, weakness, congestion, death from hepatic failure in a patient also 
receiving diuretic drugs. 

The following adverse events have been reported in association with the use of benzodia- 
Zepines: dystonia, irritability, anorexia, fatigue, sedation, slurred speech, jaundice, pruritus, 
dysarthria, changes in libido, menstrual irregularities, incontinence and urinary retention. 

As with all benzodiazepines, paradoxical reactions such as stimulation, agitation, in- 
creased muscle spasticity, sleep disturbances, hallucinations and other adverse behavioral 
effects may occur rarely and in a random fashion. Should these occur, use of the drug 
should be discontinued. 

No laboratory changes were considered to be of physiological significance. 

When treatment is protracted, periodic blood counts, urinalysis and blood chemistry 
analyses are advisable. 

Minor changes in EEG patterns, usually low-voltage fast activity have been observed in 
patients during HALCION therapy and are of no known significance. 


DRUG ABUSE AND DEPENDENCE: Controlled Substance: HALCION Tablets are a Controllec 
Substance in Schecule IV. Abuse and Dependence: Withdrawal symptoms have occurred 
following abrupt discontinuance of benzodiazepines. Patients with a history of seizures are 
at particular risk. Addiction-prone patients should be closely monitored. Repeat prescrip- 
tions should be limited to those under medical supervision. 

OVERDOSAGE: Because of the potency of triazolam, overdosage may occur at 2 mg, 

four times the maximum recommended therapeutic dose (0.5 mg). Manifestations of over- 
dosage include somnolence, confusion, impaired coordination, slurred speech, and ulti- 
mately, coma. Respiration, pulse, and blood pressure should be monitored and supported 
by general measure when necessary. Immediate gastric lavage should be performed 
Multiple agents may have been ingested. 

Store at controlled room temperature 15°-30°C (59°-86°F). 


Caution: Federal law prohibits dispensing without prescription. B-3-S 
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/ CHILD PSYCHIATRIST /// 


Child Psychiatrist — Board certi- 
fied/eligible sought for full-time 
position as Clinical Director of 
High Meadows, a 56-bed resi- 
dential facility operated by the 
State of Connecticut, Department 
of Children and Youth Services in 
Hamden, CT. The Clinical Director 
provides clinical leadership and 
has administrative and training 
responsibilities. Familiarity with 
JCAH accreditation process pre- 
ferred. 


Competitive salary, excellent 
State of CT benefits package. To 
apply please call (203) 566-5846 
or send curriculum vitae to: 


Robert M. Gossart, M.D. 

State of Connecticut 

Department of Children 
& Youth Services 

170 Sigourney Street 

Hartford, CT 06105 


EOE/AA 





PSYCHIATRY | 


Sacramento, California 


THE POSITION: A 70-bed psychiatric program is seeking a BE/BC psychiatrist who 
has an interest in doing primarily inpatient psychiatry. The program is moving into a 
free-standing facility in 1987, and the position as Director oí Adult Psychiatry is still 
available. A competitive income guarantee, relocation expenses, and assistance in 
office set up will be provided. 


THE FACILITY: The Psychiatric Program is a joint venture between a large potter: 
profit hospital in Sacramento and a national psychiatry management corporation. 
There are four separate programs - adult, adolescent, child, and emergency care. The 
census has been 80-87%. There are approximately 49 staff psychiatrists, pr ici 
primarily outpatient psychiatry. 


THE COMMUNITY: Sacramen:o, the state capital, is an ideal location. It is located 
one and one half hours from Lake Tahoe and San Francisco. Sacramento has over 1.2 
million residents and a 8.5% growth rate. The excellent school system, mild climate, 
and cultural opportunities provide a pleasant living environment. 


VHA Physician Placement Services is the preferred placement service for a hospital 
alliance composed of over 700 hospitals in 45 states. Since our fees are paid by our 
client, there is absolutely no cost or obligation to you for our nationwide service. For 
additional information concerring this opportunity, please call and/or forward your 
curriculum vitae in confidence. Thank you for allowing us to be of assistance. 


, KY 40299 
Call Toll Free 1-800-626-1857 
(in Kentucky) 1-800-292-1856 


VEFA. 


The future of America’s health care 


156PSY Voluntary Hospitals-of America, Inc. (VHA) 
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GENERAL POLICIES 


Manuscripts are accepted for consideration by the Ameri- 
can Journal of Psychiatry with the understanding that they 
represent original material, have not been published previ- 
ously, are not being considered for publication elsewhere, 
and have been approved by each author. Authors submitting 
manuscripts containing data or clinical observations already 
used in published papers or used in papers that are in 
press, submitted for publication, or to be submitted shortly 
should provide information on those papers to the Editor. 

The requirements stated below are in accordance with 
“Uniform Requirements for Manuscripts Submitted to Bio- 
medical Journals.” 


Copyright 


The Journal requires express transfer of copyright to the 
American Psychiatric Association so that the author(s) and 
the Association are protected from misuse of copyrighted 
material. The following statement must be signed by all 
authors of a manuscript: 

In consideration of the American Journal of Psychiatry’s 
taking action in reviewing and editing my submission [in- 
clude title here] the author(s) undersigned hereby transfers, 
assigns, or otherwise conveys all copyright ownership to the 
American Psychiatric Association. I (we) warrant that this 
work represents original material and does not infringe upon 
the copyright of any third party and that the work has not 
been published previously, is not currently being considered 
for publication elsewhere, and will not be submitted for 
publication elsewhere unless and until it is rejected by the 
American Journal of Psychiatry. 1 (we) agree to indemnify 
the publisher against any loss or damages arising out of a 
breach of this warranty. In the event that my (our) submis- 
sion is not published, copyright ownership shall revert to the 
author(s). 

Work done as part of an individual's duties as a federal 
employee is in the public domain. In such cases the following 
wording should be used: 

The work described in [include title here] was done as part 
of my (our) employment with the federal government and is 
therefore in the public domain. I (we) warrant that this work 
represents original material and does not infringe upon the 
copyright of any third party and that the work has not been 
published elsewhere, and will not be submitted for publica- 
tion elsewhere unless and until it is rejected by The American 
Journal Psychiatry. | (we) egree to indemnify the publisher 
against any loss or damages arising out of a breach of this 
warranty. 

In addition, authors must obtain letters of permission from 
publishers for use of extensive quotations (more than 500 
words). The Journal does not publish tables or figures that 
have appeared in another English-language publication. 


Disclosure of Commercial Interests 


All forms of support, including drug company support, 
must be acknowledged in the author's footnote (see "Ac: 
knowledgments" under the Title Page section). Also, authors 
must disclose in their cover letter any commercial or finan- 
cial involvements that might present an appearance of a 
conflict of interest in connection with the submitted article, 
including (but not limited to) institutional or corporate 
affiliations not already specified in the author's footnote, 
paid consultancies, stock ownership or other equity interests, 
and patent ownership. This information will be kept confi- 
dential and will not be shared with the reviewers. Such 
involvements will not be grounds for automatic rejection of 
the manuscript. Should the article be accepted for publica- 
tion, the Editor and the authors will consult on whether, and 
to what extent, this information should be included in the 
published article. 


Patient Anonymity 


Ethical as well as legal considerations require careful 
attention to the protection of a patient's anonymity in case 
reports and elsewhere. Identifying information such as 
names, initials, hospital numbers, and dates must be avoided. 
In addition, authors should disguise identifying information 
about the characteristics and personal history of patients. 


Informed Consent 


Manuscripts that report the results of experimental inves- 
tigation with human subjects must include a statement that 
informed consent was obtained after the procedure(s) had 
been fully explained. In the case of children, authors are 
asked to include information about whether the child's 
assent was obtained. 


Review Process 


All papers are reviewed by at least two experts to deter- 
mine the originality, validity, and importance of content 
and conclusions. Authors will usually be advised within 
3—4 months of the decision on their paper, although de- 
lays are sometimes unavoidable. Reviewers’ comments will 
be returned with rejected manuscripts if they are judged 
to be useful to the authors. All reviewers remain anony- 
mous. 


SUBMISSION OF MANUSCRIPTS 


The original manuscript and three copies should be sub- 
mitted to John C. Nemiah, M.D., Editor, American Journal 
of Psychiatry, 1400 K St., N.W., Washington, DC 20005. All 


correspondence will be sent to the first-named author unless 
otherwise specified. Papers should be accompanied by a 
cover letter indicating that the paper is intended for publica- 
tion and specifying for which section of the Journal it is being 
submitted (ie., Special Article, Regular Article, Brief Com- 
munication, or Clinical and Research Report); papers will 
only be reviewed after such a statement has been received 
from the author. 

Authors will be notified of the receipt of their paper and 
the number assigned to it. This number must be included in 
all further correspondence. It is imperative that the corre- 
sponding author of submitted papers notify the Journal of 
changes of address. 


Prompt Publication Policy 


Papers submitted with the request for prompt publication 
must meet stringent criteria of originality and be of major, 
immediate importance. Authors must state their reasons for 
wanting prompt publication in a cover letter to the Editor. 
These papers are given priority in scheduling; however, 
authors should be aware that the minimum publication time 
is 4 months. (This policy is automatic for all Clinical and 
Research Reports.) 


Single Case Reports 


Single case reports except for detailed longitudinal studies 
should be submitted as Letters to the Editor. All single 
case reports will be peer reviewed. Reports of successfully 
treated patients should include data on the number of 
patients treated unsuccessfully by the same method, with 
an indication of the temporal order of the successes and 
failures. 


Annual Meeting Papers 


Authors may submit their papers before the annual meet- 
ing, but such papers cannot be published until after the 
meeting. All papers must be accompanied by a statement that 
they are in final form. These papers are subject to the same 
peer review as other papers and must conform to the 
requirements for one of the types of articles specified in the 
next section. 


TYPES OF ARTICLES 
Special Articles 


These are usually overview articles that bring together 
important information on a topic of general interest to 
psychiatry. Authors who have ideas for such articles are 
advised to check with the Editor to ensure that a similar 
work is not already in preparation. Special Articles may not 
exceed 7,500 words (no more than 25 double-spaced 
pages—including a précis of no more than 100 words, tables, 
and figures) and may not include more than 100 references. 


Regular Articles and Brief Communications 


The only difference between these two types of papers is 
length. Regular Articles contain no more than 3,800 words, 
including a précis of no more than 100 words, references, 
tables, and figures. Brief Communications contain no more 


than 2,500 words, including a précis of no more than 100 
words, references, tables, and figures. (A table or figure that 
fills one-half of a vertical manuscript page equals 100 words 
of text; one that fills one-half of a horizontal page equals 150 
words.) Articles that exceed 3,800 words will be returned 
unreviewed to the authors. 


Clinical and Research Reports 


À prompt publication policy (i.e., publication within 4 to 6 
months after acceptance) is in effect for Clinical and Re- 
search Reports. Manuscripts may contain no more than one 
table and a maximum of 10 references; figures may not be 
used. Papers may contain a maximum of 1,300 words, 
including a précis of no more than 40 words, text, references, 
and an optional table (estimate 15 words per reference, 100 
words for a double-spaced table that fills one-half of a 
vertical page, and 150 words for a double-spaced table that 
fills one-half of a horizontal page). These articles present 1) 
new research findings, 2) data from pilot studies, 3) worth- 
while replication studies, and 4) clinical studies involving a 
number of patients. Essays, program descriptions, literature 
reviews, and single case reports do not meet the criteria for 
this section. Submissions that exceed 1,300 words or contain 
figures will be returned to the author. 


Other Sections 


Letters to the Editor. Brief letters (maximum of 500 words 
and 5 references; no tables or figures) will be considered if 
they include the notation "for publication." The number of 
words should appear in the upper right corner. Letters 
critical of an article published in the Journal will automati- 
cally be sent to the authors for reply. Because of space 
limitations not all letters can be printed. The Journal will 
notify authors about tke disposition of their letters but does 
not return those that are not published. A letter must be 
signed by all of its authors. All letters will be edited; edited 
letters will not be sent to authors for approval. Letters must 
be typed double-spaced throughout on 84x11 inch paper; 
two copies are required. Letters that do not meet these 
specifications will be returned for revision. Reprints are not 
available. Single case reports except for detailed longitudinal 
studies should be submitted as Letters to the Editor. Case 
reports submitted as Letters to the Editor will be peer 
reviewed. 

Book Forum. Books for review may be sent to the Book 
Forum Editor, Nancy C. Andreasen, M.D., Ph.D., University 
of Iowa College of Medicine, 500 Newton Rd., Iowa City, IA 
52242. Book reviews are usually solicited by the Book 
Forum Editor. Authors interested in reviewing a particular 
book should communicate directly with Dr. Andreasen. 
Reprints of reviews are not available. 


TYPING AND ARRANGING THE PAPER 


All parts of the manuscript, including case reports, quota- 
tions, references, and tables, must be double-spaced through- 
out. Manuscripts must be typed in upper- and lowercase on 
one side only of 84X11 inch nonerasable bond paper. All 
four margins must be 1% inches. The manuscript should be 
arranged in the following order, with each item beginning a 
new page: 1) title page, 2) précis, 3) text, 4) references, and 
5) tables and/or figures. All pages must be numbered. 


STYLE SPECIFICATIONS 
Title Page 


The number of words, tables, and figures in the paper 
and the telephone number of the corresponding author 
should be typed in the upper right-hand corner of the title page. 
At least three key words that describe the content of the 
paper should be typed in the lower right corner of the page. 

Title. The title should be informative and as brief as 
possible. Two-part titles should be avoided. 

By-line. Authors listed in the by-line should be limited to 
principal researchers and/or writers; collaborators may be 
acknowledged in a footnote. Authors’ first names are pre- 
ferred to initials. Degrees should be included after each 
author’s name. 

Previous presentation. If the paper has been presented at a 
meeting, please give the name of the meeting, the place, and 
the inclusive dates. 

Location of work and address for reprints. Provide the 
department, institution, city, and state where the work was 
done. Include a full address for the author who is to receive 
reprint requests. 

Acknowledgments. Grant support should be acknowl- 
edged in a separate paragraph and should include the full 
name of the granting agency and grant number. Acknowl- 
edgment of individuals may be no longer than four typed 
lines. Drug company support of any kind must be acknowl- 
edged. 


Précis 


The précis, or short abstract, is a single paragraph no 
longer than 100 words for Special Articles, Regular Articles, 
and Brief Communications and no longer than 40 words for 
Clinical and Research Reports. Authors should use the active 
voice and the third person. 


Text 


Authors should use the active voice and first person; 
headings and subheadings should be inserted at reasonable 
intervals. Footnotes to text may not be used, and summaries 
are usually unnecessary. 

Research design and statistics. The following information 
regarding research design should be included: 1) a clearly 
stated hypothesis, 2) the names of the statistical tests used, 3) 
whether tests were one- or two-tailed, and 4) what test was 
used for each set of data. Reporting of standard deviations, 
rather than standard errors of the mean, is required. Statisti- 
cal tests that are not well known should be referenced. All 
significant and important nonsignificant results must include 
the test value, degree(s) of freedom, and probability. For 
example, “The analysis of variance indicated that those 
who abstained from coffee bad significantly higher course 
grades than those who did not abstain (F=4.32, df=3, 17, 
p<.05).” Reviewers will evaluate the appropriateness of 
the analyses. 

Abbreviations. Spell out all abbreviations (other than 
those for units of measure) the first time they are used. 
Idiosyncratic abbreviations should not be used. 

Drugs. Generic rather than trade names of drugs should be 
used. Trade or manufacturers’ names are used only if the 
drug or equipment is experimental or unavailable in this 
country or if such information is crucial to the evaluation of 
the results or replication of the study. 


"Tables and Figures 


The Journal does not publish tables or figures that have 
appeared in other English-language publications. Tables and 
figures that duplicate 1) material contained in text cr 2) each 
other will not be used. Authors will be asked to delete tables 
and figures that contain data which could be given succinctly 
in text. Each table and figure should be understandable 
without reference to the text; a descriptive, concise title 
should be included and units of measurement shculd be 
specified. Consult recent issues of the Journal for fo:mat. A 
table or figure that fills one-half of a vertical manuscriot page 
equals 100 words of text; one that fills one-ha.f of a 
horizontal page equals 150 words. A copy of ecca table 
and figure must be included with each copy of the manu- 
script. 

Tables. Tables are reserved for presentation of ru merical 
data and should not be used as lists or charts. Values 
expressed in the same unit of measurement shouid read 
down, not across; when percentages are given, the zporopri- 
ate numbers must also be given. Tables should be double- 
spaced, no wider than 120 typewriter characters, including 
spaces, and no longer than 70 lines. 

Figures. Figures express trends or relationships between 
data. Figures that contain numerical data which could be 
expressed more succinctly or clearly in tabular form will be 
converted to tables. Figures should be submitted as 2'ossy or 
other camera-ready prints, and the author's name «nd the 
title of the paper should be written on a label affixe:: to the 
back of the figure. Figures must be able to withstand 
reduction to about 3¥ inches. 
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References are numbered and listed by their order of 
appearance in text; the text citation is followed by the 
appropriate reference number in parentheses. Do not arrange 
the list alphabetically. 
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Division, 1400 K St., N.W., Washington, DC 20005; there is 
usually a charge for such permission, except for nonprofit 
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written permission from the author of the material. 
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prints will be sent to the corresponding author before pub- 
lication of the paper. The printer usually mails reprints 
approximately 6 weeks after the article has been published. 
Reprints of items in the Book Forum and Letters to the 
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Tablets: 10, 25, 50 and 100 mg 


Injectable: 1 ml (25 mg) 


Concentrate: 25 mg/ml 





Contraindications: As with other phenothiazines, Serentil? (mesoridazine), is con- 
traindicated in severe central nervous system depression or comatose states from any 
cause. Serentil is contraindicated in individuals who have previously shown hypersen- 
Sitivity to the drug. 
Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially 
irreversible, involuntary, dyskinetic movements may develop in patients treated with 
neuroleptic (antipsychotic) drugs. Although the prevalence of the syndrome appears to 
be highest among the elderly, especially elderly women, it is ímpossible to rely upon 
ptevalence estimates to predict, at the inception of neuroleptic treatment, which patents 
are likely to develop the syndrome. Whether neuroleptic drug products differ in their 
potential to cause tardive dyskinesia is unknown. 
Both the risk of developing the syndrome and the likelihood that it will become irreversible 
are believed to increase as the duration of treatment and the total cumulative dose cf 
neuroleptic drugs administered to the patient increase. However, the syndrome can 
develop. although much less commonly, after relatively brief treatment periods at low 
loses. 
There is no known treatment for established cases of tardive dyskinesia, although the 
syndrome may remit, partially or completely, if neuroleptic treatment is withdrawn. 
Neuroleptic treatment, itself, however, may suppress (or partially suppress) the signs and 
symptoms of the syndrome and thereby may possibly mask the underlying disease 
process. The effect that symptomatic suppression has upon the long-term course of the 
Syndrome is unknown. 
Given these considerations, neuroleptics should be prescribed in a manner that is most 
likely to minimize the occurrence of tardive dyskinesia. Chronic neuroleptic treatment 
should generally be reserved for patients who suffer from a chronic illness 1) that is known 
to respond to neuroleptic drugs, and 2) for which alternative, equally effective but 
potentially less harmful treatments are not available or appropriate. In patients who do 
require chronic treatment, the smallest dose and the shortest duration of treatment 
producing a satisfactory clinical response should be sought. The need for continued 
treatment should be reassessed periodically. 
Hf signs and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug 
discontinuation should be considered. However, some patients may require treatment 
despite the presence of the syndrome. 
(For further information about the descríption of tardive dyskinesia and its clinical 
detection, please refer to the sections on Information for Patients and Adverse Reactions). 
Where patients are participating in activities requiring complete mental alertness eg. 
driving) it is advisable to administer the phenothiazines cautiously and to increase the 
dosage gradually. 
Usage in Pregnancy: The safety of this drug in pregnancy has not been established; 
hence, it should be given only when the anticipated benefits to be derived from treatment 
exceed the possible risks to mother and fetus. 
Usage in Children: The use of Serentil (mesoridazine) in children under 12 years of age is 
not recommended, because safe conditions for its use have not been established. 
Attention should be paid to the fact that phenothiazines are capable of potentiating 
central nervous system depressants (e.g., anesthetics, opiates, alcohol, etc.) as well as 
atropine and phosphorus insecticides. 
Precautions: While ocular changes have not to date been related to Serentil® 
VI SET AERA one should be aware that such changes have been seen with other drugs 
of this class. 
Because of possible hypotensive effects, reserve parenteral administration for bedfast 
patients or for acute ambulatory cases, and keep patient lying down for at least one-half 
hour after injection, 
Leukopenia and/or agranulocytosis have been attributed to phenothiazine therapy. A 
single case of transient granulocytopenia has been associated with Serentil. Since 
convulsive seizures have been reported, patients receiving anticonvulsant medication 
should be maintained on that regimen while receiving Serentil. 
Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic 
administration. Tissue culture experiments indicate that approximately one-third of human 
breast cancers are prolactin dependent in vitro, a factor of potential importance if the 
prescription of these drugs is contemplated in a patient with a previously detected breast 
cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported, the clinical significance of elevated serum prolactin levels 
is unknown for most patients. An increase in mammary neoplasms has been found in 
rodents after chronic administration of neuroleptic drugs. Neither clinical studies nor 
epidemiologic studies conducted to date, however, have shown an association between 
chronic administration of these drugs and mammary tumorigenesis; the available 
evidence is considered too limited to be conclusive at this time. 
information for Patlents: Given the likelihood that some patients exposed chronically 
to neuroleptics will develop tardive dyskinesia, it is advised that all patients in whom 
chronic use is contemplated be given, if possible, full information about this risk. 
Adverse Reactions: Drowsiness and hypotension were the most prevalent side effects 
encountered. Side effects tended to reach their maximum level of severity early with the 
exception of a few (rigidity and motoric effects) which occurred later in therapy. 
With the exceptions of tremor and rigidity, adverse reactions were generally found among 
those patients who received relatively high doses early in treatment. Clinical data showed 
no tendency for the investigators to terminate treatment because of side effects. 
Serentil? (mesoridazine) has demonstrated a remarkably low incidence of adverse 


reactions when compared with other phenothiazine compounds. 
Central Nervous System: Drowsiness, Parkinson's syndrome, dizziness, weakness, tremor, 
restlessness, ataxia, dystonia, rigidity, slurring, akathisia, motoric reactions (opisthotonos) 
have been reported. 
Autonomic Nervous System: oy mouth, nausea and vomiting, fainting, stuffy nose, 
photophobia, constipation and b urred vision have occurred in some instances. 
Genitourinary System: Inhibition of ejaculation, impotence, enuresis, incontinence have 
been reported. 
Skin: itching, rash, hypertrophic papillae of the tongue and angioneurotic edema have 
been reported. 
Cardiovascular System: Hypotension and tachycardia have been reported. EKG changes 
have occurred in some instances (see Phenothiazine Derivatives: Cardiovascular Effects). 
Phenothlazine Derivatives: it should be noted that efficacy, indications and untoward 
effects have varied with the different phenothiazines. The physician should be aware that 
the following have occurred with one or more phenothiazines and should be considered 
whenever one of these drugs is used: 
Autonomic Reactions: Miosis, obstipation, anorexia, paralytic ileus. 
Cutaneous Reactions: Erythema, exfoliative dermatitis, contact dermatitis. 
Blood Dyscrasias: Agranulocytosis, leukopenia, eosinophilia, thrombocytopenia, anemia, 
aplastic anemia, pancytopenia. 
Allergic Reactions: Fever, laryngeal edema, angioneurotic edema, asthma. 
Hepatotoxicity: Jaundice, biliary stasis. 
Cardiovascular Effects: Changes in the terminal portion of the electrocardiogram, 
including prolongation of the Q-T interval, lowering and inversion of 
the T wave and appearance of a wave tentatively identified as a bifid T or 
a U wave have been observed in some patients receiving the phenothiazine tranquilizers, 
including Serentil® (mesoridazine). To date, these appear to be due to altered 
repolarization and not related to myocardial damage. They appear to be reversible. While 
there is no evidence at present that these changes are in any way precursors of any 
significant disturbance of cardiac rhythm, it should be noted that sudden and 
unexpected deaths apparently due to cardiac arrest have occurred in patients previously 
showing characteristic electrocardiographic changes while taking the drug. The use of 
periodic electrocardiograms has been proposed but would appear to be of questionable 
yane as a predictive device. Hypotension, rarely resulting in cardiac arrest, has been 
noted. 
Extrapyramidal Symptoms: Akathisia, agitation, motor restlessness, dystonic reactions, 
trismus, torticollis, opisthotonos, 2culogyric crises, trernor, muscular rigidity, akinesia. 
Tardive Dyskinesia: Chronic use of neuroleptics may be associated with the develop- 
ment of tardive dyskinesia. The salient features of this syndrome are described in 
the Warnings section and below. 
The syndrome is characterized by involuntary choreoathetoid movements which variously 
involve the tongue, face, mouth, ips, or jaw (e.g. protrusion of the tongue, puffing of 
cheeks, puckering of the mouth, chewing movements), trunk and extremities. The severity 
of the syndrome and the degree of impairment produced vary widely. 
The syndrome may become clinically recognizable either during treatment, upon dosage 
reduction, or upon withdrawal of treatment. Movements may decrease in intensity and 
may disappear altogether if further treatment with neuroleptics is withheld. It is generally 
believed that reversibility is more likely after short rather than long-term neuroleptic 
exposure. Consequently, early detection of tardive dyskinesia is important. To increase 
the likelihood of detecting the syndrome at the earliest possible time, the dosage of 
neuroleptic drug should be reduced periodically (if clinically possible) and the patient 
observed for signs of the disorder. This maneuver is critical, for neuroleptic drugs may 
mask the signs of the syndrome. 
Endocrine Disturbances: Menstrual irregularities, altered libido, gynecomastia, lactation, 
weight gain, edema. False positive pregnancy tests have been reported. 
Urinary Disturbances: Retention, incontinence. 
Others: Hyperpyrexia. Behaviora effects suggestive of a paradoxical reaction have been 
reported. These include excitement, bizarre dreams, aggravation of psychoses and toxic 
confusional states. More recently a peculiar skin-eye syndrome has been recognized as 
a side effect following long-term treatment with phenothiazines. This reaction is marked 
by progressive pigmentation of areas of the skin or conjunctiva and/or accompanied by 
discoloration of the exposed sclera and cornea. Opacities of the anterior lens and cornea 
described as irregular or stellate in shape have also been reported. Systemic lupus 
erythematosus-like syndrome. 
How Supplied: 
Serentil® Tablets, for oral administration: 10 mg, 25 mg, 50 mg, and 100 mg mesoridazine 
E the besylate). Bottles of 100. 

rentil® Ampuls, for intramuscu ar administration: 1 ml (25 mg mesoridazine (as the 
besylate)). Boxes of 20 and 100. 
Serentil® Concentrate, for oral acministration. Contains 25 mg mesoridazine (as the 
besylate) per ml, alcohol, USP, 0 61% by volume. 
Immediate containers: Amber glass bottles of 4 fl oz (118 ml) packaged in cartons of 12 
bottles, with an accompanying dropper graduated to deliver 10 mg, 25 mg and 50 mg of 
mesoridazine (as the besylate). 





Consult package insert before prescribing. 
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SUPPORT YOUR PSYCHOTHERAPY. 


The incorporation ofa triazolo ring to 
the basic benzodiazepine structure 
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XANAX’ Tablets 
(alprazolam) G 


CONTRAINDICATIONS 

Patients with sensitivity to this drug or 
other benzodiazepines and in acute 
narrow angle glaucoma. 


WARNINGS 

Not of value in psychotic patients. 
Caution patients against hazardous 
occupations requiring complete mental 
alertness and about the simultaneous 
ingestion of alcohol and other CNS 
depressant drugs. 

Benzodiazepines can cause fetal 
harm in pregnant women. Warn patients 
of the potential hazard to the fetus. 
Avoid during the first trimester. 


PRECAUTIONS i 

General: The dosage of XANAX Tablets 
should be reduced or withdrawn grad- 
ually, since withdrawal seizures have 
been reported upon abrupt withdrawal. 
If XANAX is combined with other psy- 
chotropics or anticonvulsant drugs, 
consider drug potentiation (see Drug 
Interaction section). Exercise the usual 
precautions regarding size of the pre- 
scription for depressed or suicidal pa- 
tients. In elderly and debilitated patients, 
use the lowest possible dosage (see 
Dosage and Administration). Observe 
the usual precautions in treating patients 
with impaired renal or hepatic function. 


Information for Patients: Alert patients 
about: (a) consumption of alcohol and 
drugs, (b) possible fetal abnormalities, 
(c) operating machinery or driving, 

(d) not increasing dose of the drug due 
to risk of dependence, (e) not stopping 
the drug abruptly. Laboratory Tests: Not 
ordinarily required in otherwise healthy 
patients. Drug Interactions: Additive CNS 
depressant effects with other psycho- 
tropics, anticonvulsants, antihistamines, 
ethanol and other CNS depressants. 
Pharmacokinetic interactions with ben- 








zodiazepines have been reported. Drug/ 
Laboratory Test Interactions: No con- 
sistent pattern for a specific drug or 
specific test. Carcinogenesis, Muta- 
genesis, Impairment of Fertility: No car- 
cinogenic potential or impairment of 
fertility in rats. Pregnancy: See Warnings. 
Nonteratogenic Effects: The child born 
of a mother on benzodiazepines may 
be at some risk for withdrawal symp- 
toms and neonatal flaccidity. Labor and 
Delivery: No established use. Nursing 
Mothers: Benzodiazepines are excreted 
in human milk. Women on XANAX should 
not nurse. Pediatric Use: Safety and ef- 
fectiveness in children below the age of 
18 have not been established. 


ADVERSE REACTIONS 
Side effects are generally observed at 
the beginning of therapy and usually 
disappear with continued medication. In 
the usual patient, the most frequent side 
effects are likely to be an extension of 
the pharmacologic activity of XANAX, 
eg, drowsiness or lightheadedness. 
Central nervous system. Drowsiness, 
lightheadedness, depression, head- 


ache, confusion, insomnia, nervousness, 


syncope, dizziness, akathisia, and 
tiredness/sleepiness. 

Gastrointestinal: Dry mouth, consti- 
pation, diarrhea, nausea/vomiting, and 
increased salivation. 

Cardiovascular: Tachycardia/ 
palpitations, and hypotension. 

Sensory: Blurred vision. 

Musculoskeletal: Rigidity and tremor. 

Cutaneous: Dermatitis/allergy. 

Other side effects: Nasal congestion, 
weight gain, and weight loss. 

In addition, the following adverse events 
have been reported with the use of 
benzodiazepines: dystonia, irritability, 
concentration difficulties, anorexia, 
transient amnesia or memory impair- 
ment, loss of coordination, fatigue, se- 
dation, slurred speech, jaundice, muscu- 
loskeletal weakness, pruritus, diplopia, 


Xanax 


alprazolam c 





dysarthria, changes in libido, menstrual 
irregularities, incontinence and urinary 
retention. 

Paradoxical reactions such as stim- 
ulation, agitation, increased muscle 
spasticity, sleep disturbances, and hal- 
lucinations may occur. Should these 
occur, discontinue the drug. 

During prolonged treatment, periodic 
blood counts, urinalysis, and blood 
chemistry analysis are advisable. Minor 
EEG changes of unknown significance 
have been observed. 


DRUG ABUSE AND DEPENDENCE 
Physical and Psychological Dependence: 
Withdrawal symptoms have occurred 
following abrupt discontinuance of 
benzodiazepines. Withdrawal seizures 
have occurred upon rapid decrease or 
abrupt discontinuation of therapy. In all 
patients, dosage should be gradually 
tapered under close supervision. Pa- 
tients with a history of seizures or epi- 
lepsy should not be abruptly withdrawn 
from XANAX. Addiction-prone individ- 
uals should be under careful surveil- 
lance. Controlled Substance Class: 
XANAX is a controlled substance and 
has been assigned to schedule IV. 


CAUTION: FEDERAL LAW PROHIBITS 
DISPENSING WITHOUT PRESCRIPTION. 
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The Biology of Moral Systems, by Richard D. Alexander. New 
York, Aldine de Gruyter, 1987, 280 pp., $34.95; $16.95 (paper). 

Migraine and Epilepsy, edited by Frederick Andermann, M.D., 
F.R.C.P.(C), and Elio Lugaresi, M.D. Boston, Butterworths, 1987, 
422 pp., $59.95. 

The Psychology of Happiness, by Michael Argyle. New York, 
Methuen, 1987, 245 pp., $47.50; $14.95 (paper). 

The Resource Book: Directory of Organizations, Associations, 
Self-Help Groups, and Hotlines for Mental Health and Human 
Services Professionals and Their Clients, by Robert L. Barker. 
New York, Haworth Press, 1986, 144 pp., $17.95. 

Brief Therapy: Short-Term Psychodynamic Intervention, by Greg- 
ory P. Bauer, Ph.D., and Joseph C. Kobos, Ph.D. Northvale, N.J., 
Jason Aronson, 1987, 303 pp., $25.00. 

Psychotherapy of Schizophrenia, by Gaetano Benedetti, M.D. New 
York, New York University Press (Columbia University Press, 
distributor), 1987, 239 pp., $42.50. 

When You Face the Chemically Dependent Patient: A Practical 
Guide for Nurses, by Judy Bluhm, R.N., M.A. St. Louis, Mo., 
Ishiyaku EuroAmerica, 1987, 203 pp., $22.50 (paper). 

The Psychopharmacology and Treatment of Schizophrenia: British 
Association for Psychopharmacology Monograph 8, edited by 
P.B. Bradley and S.R. Hirsch. New York, Oxford University Press, 
1986, 441 pp., $69.00. 

Coping With Threatened Identities, by Glynis M. Breakwell. New 
York, Methuen, 1986, 211 pp., $29.95. 

Medical Equipment and Quality of Care, edited by David Bushelle, 
M.A.; Ode Richard Keil, M.S., C.C.E., technical consultant. 
Chicago, Joint Commission on Accreditation of Hospitals, 1987, 
35 pp., $25.00 (paper). 

Teach Your Child Decision Making: An Effective 8-Step Program 
for Parents to Teach Children to Solve Everyday Problems and 
Make Sound Decisions, by John F. Clabby, Ph.D., and Maurice J. 
Elias, Ph.D. Garden City, N.Y., Doubleday & Co., 1986, 332 pp., 
$16.95; $8.95 (paper). 

The Development of Play, by David Cohen. Washington Square, 
N.Y., New York University Press (New York, Columbia Univer- 
Sity Press, distributor), 1987, 181 pp., $32.00. 

Mental Handicap and Sexuality: Issues and Perspectives, by Ann 
Craft, B.S.C.(Econ), C.Q.S.W. Turnbridge Wells, England, 
Costello, 1987, 262 pp., £10.95 (paper). 

Clinical Pharmacology in Psychiatry: Selectivity in Psychotropic 
Drug Action: Promises or Problems? edited by S.G. Dahl, L.F. 
Gram, S.M. Paul, and W.Z. Potter. New York, Springer-Verlag, 
1987, 281 pp., $53.90. 

Talking With Your Aging Parents, by Mark A. Edinberg. Boston, 
Shambhala (New York, Random House, distributor), 1987, 213 
pp., $16.95. 

Healthy High-Fiber Cooking, by Jeanette P. Egan. Tucson, Ariz., HP 
Books, 1987, 157 pp., $9.95 (paper). 

Sleep, Aging and Related Disorders, edited by W. Emser, D. Kurtz, 
and W.B. Webb. Basel, Karger, 1987, 157 pp., $69.50. 

Battered Women Who Kill: Psychological Self-Defense as Legal 
justification, by Charles Patrick Ewing. Lexington, Mass., 
Lexington Books (D.C. Heath & Co.), 1987, 169 pp., $24.95. 

Cocaine: Clinical and Biobehavioral Aspects, edited by Seymour 
Fisher, Allen Raskin, and E.H. Uhlenhuth. New York, Oxford 
University Press, 1987, 249 pp., $24.95. 

Selected Writings of Selma Fraiberg, edited by Louis Fraiberg. 
Columbus, Ohio State University Press, 1987, 678 pp., $39.50; 
$17.50 (paper). 

Issues in Psychiatric Classification: Science, Practice and Social 
Policy, edited by Alfred M. Freedman, M.D., Richard Brotman, 


Books Received 


Ph.D., Irving Silverman, Ph.D., and David Hutson, N.S.W. New 
York, Human Sciences Press, 1986, 244 pp., $29.95. 

Cognitive Therapy: Applications in Psychiatric and Medical Set- 
tings, edited by Arthur Freeman and Vincent B. Green wsoc. New 
York, Human Sciences Press, 1987, 227 pp., $34.?*: $16.95 
(paper). 

Advancing Frontiers in Alzheimer's Disease Research «dived by 
George G. Glenner, M.D., and Richard J. Wurtman, N ..). Austr, 
University of Texas Press, 1987, 262 pp., $22.50. 

The Uses of Countertransference, by Michael Gork 1, Ph.D. 
Northvale, N.J., Jason Aronson, 1987, 301 pp., $27.3t. 

Attempted Suicide: A Practical Guide to Its Nature and Manage- 
ment, 2nd ed., by Keith Hawton and Jose Catalan. Now York. 
Oxford University Press, 1987, 205 pp., $17.95 (pap't . 

The Shaping of Modern Psychology, by L.S. Hearnshaw London, 
Routledge & Kegan Paul, and New York, Methuen, 1987, 409 
pp., $36.95. 

Alcohol and Drug Abuse Handbook, edited by Roland E. Her- 
rington, M.D., George R. Jacobson, Ph.D., and Davic C. Benzer, 
D.O. St. Louis, Mo., Warren H. Green, 1987, 470 pp.. $55.00. 

Birth Order Roles and Sibling Patterns in Individual ard Family 
Therapy, by Margaret M. Hoopes, Ph.D., and James V. Farper, 
Ph.D. Rockville, Md., Aspen, 1987, 213 pp., $29.50: $17.95 
(paper). 

A Guide to Dynamics of Feminist Therapy, edited by Doris Howard, 
Ph.D. New York, Harrington Park Press, 1986, 338 op., 514.95 
(paper). 

How to Use Intervention in Your Professional Practice: A /za:de for 
Helping-Professionals Who Work With Chemical Dep: rderts and 
Their Families. Minneapolis, Minn., Johnson Instit». Books, 
1987, 110 pp., $8.95 (paper). 

Schizophrenia: A Fresh Approach, by Gwen Howe. Nor t Pomfre:, 
Vt., David & Charles, 1986, 170 pp., $13.95 (paper. 

Preventing Malpractice in Long-Term Care: Strategies for Risk 
Management, by Marshall B. Kapp, J.D., M.P.H. N.w York, 
Springer Publishing Co., 1987, 241 pp., $27.95. 

Behavior, Bias, and Handicaps: Labeling the Emotionally Disturbed 
Child, by Judy W. Kugelmass. New Brunswick, N.J., “transaction 
Books, 1987, 159 pp. $34.95. 

Movement Disorders, edited by C. David Marsden, F.' »., D.Sc.. 
M.Sc., M.B.B.S., M.R.C.Psych, F.R.C.P., and Stanley "an, M.D. 
Boston, Butterworths, 1987, 438 pp., $45.00. 

Stature and Stigma: The Biopsychosocial Development of Short 
Males, by Leslie F. Martel and Henry B. Biller. Lexingzc^. Mass., 
Lexington Books (D.C. Heath & Co.}, 1987, 111 pp., »21.00. 

Dreams: Night Language of the Soul (1985), by Phoebe V:cDonald. 
New York, Continuum, 1987, 228 pp., $10.95 (pape: . 

The Art of Aging: A Celebration of Old Age in Western Art, by 
Patrick McKee, Ph.D., and Heta Kauppinen, Ph.D. New York, 
Insight Books (Human Sciences Press), 1987, 187 pp., $19.95. 

Brainfood: Nutrition and Your Brain (1986), by Brian I.G. Mor- 
gan, Ph.D., and Roberta Morgan. Tucson, Ariz., Body Press, 
1987, 192 pp., $7.95 (paper). 

Poetry as Therapy, edited by Morris R. Morrison, Ph.D. New York, 
Human Sciences Press, 1987, 224 pp., $29.95. 

The Marginal Self: An Existential Inquiry Into Narcissis n, bv René 
J. Muller. Atlantic Highlands, N.J., Humanities Ir.ss Inter- 
national, 1987, 222 pp., $15.00. 

Affective Disorders in the Elderly, edited by Elaine Mur» ^y, M.D.. 
M.R.C.Psych. New York, Churchill Livingstone (Wie Plains, 
N.Y., Longman, distributor), 1986, 230 pp., $48.00. 

Origins of Human Aggression: Dynamics and Etiology, edited by 
Gerard G. Neuman, Ph.D. New York, Human Sciences Press, 


1987, 191 pp., $29.95. 

Dear Doctor: A Personal Letter to a Physician, by Charles E. 
Odegaard. Menlo Park, Calif., Henry J. Kaiser Family Founda- 
tion, 1986, 172 pp., no price listed (paper). 

Consultation-Liaison Psychiatry: The Psychiatric Clinics of North 
America, vol. 10, number 1, March 1987, edited by Donald Oken, 
M.D. Philadelphia, W.B. Saunders Co., 1987, 150 pp., no price 
listed. 

Modern Biotechnology and Health: Perspectives for the Year 2000, 
edited by Manuel Elkin Patarroyo, John B. Zabriskie, and Diego 
Pizano-Salazar. Orlando, Fla., Harcourt Brace Jovanovich, 1987, 
217 pp., $35.00. 

Laws and Policies Affecting Adolescent Health, by John M. Paxman 
and Ruth Jane Zuckerman. Geneva, World Health Organization, 
1987, 300 pp., $29.40 (paper). 

A New Age: Problems and Potential, by Kenneth R. Pelletier. San 
Francisco, Robert Briggs Associates, 1985, 42 pp., $3.95 (paper). 

Psychiatric Differential Diagnosis, by Jeremy M. Pfeffer and Gillian 
Waldron; with Dr. J.C. Cookson. New York, Churchill Living- 
stone (White Plains, N.Y., Longman, distributor), 1987, 193 pp., 
$27.50 (paper). 

The Artist as Therapist, by Arthur Robbins, Ed.D., A.T.R. New 
York, Human Sciences Press, 1987, 222 pp., $29.95. 

101 Common Therapeutic Blunders: Countertransference and 
Counterresistance in Psychotherapy, by Richard C. Robertiello, 
M.D., and Gerald Schoenewolf, Ph.D. Northvale, N.J., Jason 
Aronson, 1987, 294 pp., $27.50. 

The Royal College of Psychiatrists, by Henry R. Rollin. London, 
Royal College of Psychiatrists, 1987, 15 pp., £2.00 (paper). 

Clinical Treatment of the Violent Person, edited by Loren H. Roth, 
M.D., M.P.H. New York, Guilford Press, 1987, 260 pp., $30.00. 

Untold Lives: The First Generation of American Women Psycholo- 
gists, by Elizabeth Scarborough and Laurel Furumoto. New York, 
Columbia University Press, 1987, 226 pp., $27.50. 

Advances in Therapies for Children, by Charles E. Schaefer, Howard 
L. Millman, Steven M. Sichel, and Jane Riegelhaupt Zwilling. San 
Francisco, Jossey-Bass, 1986, 430 pp., $27.95. 

Objects Relations Family Therapy, by David E. Scharff, M.D., and 
Jill Savege Scharff. Northvale, N.J., Jason Aronson, 1987, 494 
pp., $40.00. 

Russian Drinking: Use and Abuse of Alcohol in Pre-Revolutionary 
Russia, by Boris M. Segal. New Brunswick, N.J., Rutgers Center 
of Alcohol Studies, 1987, 366 pp., $29.95; $19.95 (paper). 


The Somatizing Child: Diagnosis and 
Somatization Disorders, by Elsa 
Rosenfeld; with Norman Cohen, [ 
Renken. New York, Springer-Verla 

Sexuality and Medicine, vol. II: Ethi 
edited by Earl E. Shelp. Dordrecht 
Publishing Co., 1987, 272 pp., $45 

Approaches to Patient Care Assessme 
Report of the Sisters of Mercy Healt 
Sicher, Ph.D. Chicago, Joint Cor 
Hospitals, 1987, 109 pp., $30.00. 

Memory and Brain, by Larry R. Squir 
sity Press, 1987, 294 pp., $24.95; | 

Women and Cancer, edited by Steven : 
Haworth Press, 1987, 277 pp., $35 

Psychotherapy and the Memorable Pa 
and William Kir-Stimor. New Yor 
pp., $19.95. 

"Therapeutics for Aggression: Psycholc 
tion, by Michael Thackrev, Ph.D. 
Press, 1987, 214 pp., $29.95. 

Handbook of Hypnosis for Professio 
New York, Van Nostrand Reinhok 

The Variety of Dream Experience: E» 
ing With Dreams, edited by Monta; 
Limmer, M.S. New York Continuv 
pp., $19.95. 

On Dreams and Death: A Jungian Int 
Louise von Franz; translated by E 
and Vernon Brooks. Boston, Shar 
House, distributor), 1987, 182 pp., 

The Hyperactive Child, Adolescent, 
Disorder Through the Lifespan, by 
Oxford University Press, 1987, 15C 

Post-Traumatic Stress Disorders: A Hi 
by Tom Williams, Psy.D. Cincinne 
ans, 1987, 302 pp., no charge for : 

The Laurel and Hardy Theory of Cc 
Wilson. San Francisco, Robert Brij 
$2.95 (paper). 

Mind Power: Getting What You Wa 
by Bernie Zilbergeld, Ph.D., and Arr 
Little, Brown and Co., 1987, 225 r 








BRIEF SUMMARY 
SINEQUAN® (doxepin HCI) Capsules/Oral Concentrate 
Indications. SINEQUAN is recommended for the treatment of 

1 Psychoneurotic patients with depression and/or anxiety. 

2. Depression and/or anxiety associated with alcoholism inot to be taken concomitantly with 
alcohol). 

3. Depression anc/or anxiety associated with organic disease (the possibility of drug interaction 
should be considered if the pahent is receiving other drugs concomitantly}. 

4. Psychotic depressive disorders with associated anxiety including involutional depression and 
manic-depressive disorders. 

The target symptoms of psychoneurosis that respond particularly well to SINEQUAN include anxiety, 
tension, depression, somatic symptoms and concerns, sleep disturbances, guilt, lack of energy, fear, 
apprehension and worry. 

Clinical experience has shown that SINEQUAN is safe and well tolerated even in the elderly patient 
Owing to lack of clinical experience in the pediatric population, SINEQUAN ts not recommended for use 
in children under 12 years of age. 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the 
drug. Possibility of cross sensitivity with other dibenzoxepines should be kept in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. These 
disorders should be ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent illness or 
patients taking other medications should be carefully adjusted. This is especially important in patients 
receiving other medications with anticholinergic effects. 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric patients 
should be adjusted carefully based on the patient's condition. 

Usage ín Pregnancy: Reproduction studies have been performed in rats, rabbits, monkeys and dogs 
and there was no evidence of harm to the anima! fetus. The relevance to humans ts not known Since 
there is no experience in pregnant women who have received this drug, safety in pregnancy has not been 
established. There are no data with respect to the secretion of the drug in human milk and its effect on 
the nursing infant. 

Usage in Children: The use of SINEQUAN in children under 12 years of age 1s not recommended 
because safe conditions for its use have not been established. 

MAO inhibitors: Serious side effects and even death have been reported following the concomitant 
use of certam drugs with MAQ inhibitors. Therefore, MAG inhibitors should be discontinued at least two 
weeks prior to the cautious initiation of therapy with SINEQUAN. The exact length af time may vary and 
1$ dependent upon the particular MAO inhibitor being used, the length of time it has been administered, 
and the dosage involved. 

Usage with Alcohal: It should be borne in mind that alcohol ingestion may increase the danger 
inherent in any intentional or unintentional SINEQUAN overdosage. This is especially important in 
patients who may use alcohol excessively. 

Precautions. Since drowsiness may occur with the use of this drug, patients should be warned of the 
possibility and cautioned agamst driving a car or operating dangerous machinery while taking the drug. 
Patients should also 5e cautioned that their response ta alcohol may be potentiated. 

Since suicide is an inherent risk in any depressed patient and may remain so until significant 
improvement has occurred, patients should be closely supervised during the early course of therapy. 
Prescriptions should be written for the smallest feasible amount. 

Should increased symptoms of psychosis or shift to manic symptomato ogy occur, it may be 
necessary to reduce dosage or add a major tranquilizer to the dosage regimen. 

Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been specifically 
reported with SINEQUAN use. However, due to the close pharmacological similanties among the 
tncyches, the reactions should be considered when prescribing SINEQUAN. 

Anticholinergic Effects: Dry mouth, blurred vision, constipation, and urinary retention have been 
reported. If they do not subside with continued therapy, or become severe, it may be necessary to 
reduce the dosage. 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. This tends to 
disappear as therapy «s continued. Other infrequently reported CNS side effects are confusion, disorien- 
tation, hallucinations, numbness, paresthesias, ataxia, and extrapyramidal symptoms and seizures. 

Cardiovascular: Cardiovascular effects including hypotension and tachycarcia have been reported 
occasionally. 

Allergic: Skin rash. edema, photosensitization, and pruritus have occasionally occurred 

Hematologic: Eosinophilia has been reported ina few patients. There have been occasional reports of 
bone marrow depression manifesting as agranulocytosis, leukopenia, thrombocytopenia, and purpura. 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, and aph- 
thous stomatitis have been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular swelling, gynecomastia in males, enlargement of 
breasts and galactorrhea in the female, raising or lowering of blood sugar levels, and syndrome of 
inappropriate antidiuretic hormone have been reported with tricyche administration. 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaundice, 
alopecia, and headac"e have been occasionally observed as adverse effects. 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon abrupt cessa- 
tion of treatment after prolonged SINEQUAN (doxepin HC!) administration should be borne in mind. 
These are not indicative of addiction and gradual withdrawal of medication should not cause these 
symptoms. 

Dosage and Administration. For most patients with illness of mi d to moderate severity, a starting daily 
dose of 75 mg is recommended. Dosage may subsequently be increased or decreased at appropriate 
intervals and according to individual response. The usual optimum dose range is 75 mg/day te 150 mg/day. 
in more severely ili patients higher doses may be required with subsequent gradual increase to 
2m mg/day if necessary. Additional therapeutic effect is rarely to be obtained by exceeding a dose of 
00 mg/day. 

In patients with very mild symptomatology or emotional symptoms accompanying organic disease, 
lower doses may suff'ce. Some of these patients have been controlled on doses as low as 25-50 mg/day. 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage schedule. if the 
once-a-day schedule is employed the maximum recommended dose is 150 mg/day. This dose may be 
given at bedtime. The 180 mg capsule strength is intended for maintenance therapy only and is nat 
recommended for initiation of treatment. 

Anti-anxiety effect :s apparent before the antidepressant effect. Optimal antidepressant effect may not 
be evident far two to three weeks. 

Overdosage. 
A. Signs and Symptoms 

1. Míld: Drowsiness, stupor, blurred vision, excessive dryness of mouth. 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias and 
tachycardias. 

Also: urinary retention (bladder atony), decreased gastrointestinal mobility (paralytic ieus}, hyper- 
thermia (or hypothermia}, hypertension, dilated pupils, hyperactive reflexes. 

B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary. 

2. Severe: Medica! management of severe SINEQUAN overdosage consists of aggressive supportive 
therapy. if the patient is conscious, gastric lavage, with appropnate precautions to prevent pulmonary 
aspiration, should be performed even though SINEQUAN is rapidly absorbed. The use of activated 
charcoal has been recommended, as has been continuous gastric lavage with saline for 24 hours or 
more. An adequate airway should be established in comatose patients and assisted ventilation used if 
necessary. EKG monitoring may be required for several days, since relapse after apparent recovery has 
been reported. Arrhythmas should be treated with the appropriate antiarrhythmic agent. it has been 
reported that many of the cardiovascular and CNS symptoms af tricyclic antidepressant poisoning in 
adults may be reversed by the slow intravenous administration of 1 mg to 3 mg of physostigmine 
salicylate. Because physostigmine is rapidly metabolized, the dosage should be repeated as required. 
Convulstons may respond to standard anticonvulsant therapy, however, barbiturates may potentiate any 
respiratory depression. Dialysis and forced diuresis generally are not of value in the management of 
overdosage due to high tissue and protein binding of SINEQUAN. 


More detailed professional information available on request. 
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A division of Pfizer Pharmaceuticals 
New York. New York 10017 


DIRECTOR 
DEPARTMENT 


OF PSYCHIATRY 


Dynamic position with a prestigious 526 bed major 
teaching affiliate of Hahnemann University located on the 
Jersey shore. Responsible for the direction and planning of 
all Psychiatric services including a 30 bed inpatient unit and 
comprehensive Ambulatory services consisting of partial 
hospitalization, emergency screening, vocational training 
and outpatient programs. Institute appropriate educational 
programs and represent the hospital on vanous community 
and governmental committees. Board certification in Psy- 
chiatry required with a minimum of 5 years clinical and 
administrative expe-ience in Psychiatry. 


We offer competitive salary and benefits package. 
Please send resume and salary requirements to: Greg 
Bailey, Personnel Recruiter 


", Monmouth 
mm Medical Center 


300 Second Ave 


Long Beach, NJ 07740 
Equal Opportunity Emoloyer M/F 


















Community 
Care 
Systems, Inc. 


Psychiatrists/Psychologists 





Community Care Systems Inc. has open- 
ings for bilingual psychiatrists and psychol- 
ogists in a 75-bed psychiatric hospital in 
Madrid, Spain. The facility is owned by an 
American company based in Boston, MA. 
Applicants must be Spaniards who have 
completed their training in the U.S. and 
want to resettle in the Madrid area. Inter- 
ested applicants should forward their re- 
sume and/or call: 


Isabel Dansky 

Community Care Systems Inc. 
210 Lincoin St. 

Boston, MA 02111 

(617) 451-0300 || 
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Unit Clinical Director/ 
Faculty Psychiatrist 
Salary: up to $80,000 
Location: Albany, NY 


NYS Office of Mental Health’s Capital District Psychiatric 
Center (CDPC) and Albany Medical College (AMC) are 
seeking qualified psychiatrists to function as Unit Clinical 
Directors in CDPC, which is a modern and progressive JCAH 
accredited hospital. Clinical Directors provide clinical leader- 
ship and supervision for a 25-bed unit's interdisciplinary 
treatment team. Inpatient units are integrated into a full range 
of comprehensive mental health services (hospital and com- 
munity based). 


Specific responsibilites include a blend of administrative, 


clinical service, consultation, teaching and research. Interde- 
pendent with and physically connected to AMC, CDPC is a 
major training site for medical students, psychiatry residents 
and child psychiatry fellows. Active CME program and com- 
piete psychiatric library with computer data-base access 
on-site. 


Applicants must be Board Eligible or Certified in Psychiatry and 
licensed in NY. 


Competitive salary and generous fringe benefits including 
liability coverage. Send C.V.'s in confidence to: James Mac- 
Intyre, M.D., Acting Chief Medical Officer, CDPC 75 New 
Scotland Avenue, Albany, NY 12208. (518) 447-9647. An 
equal opportunity/affirmative action employer. 


New York State 
Office of Mental Health 





STAFF 
PHYSICIANS 


We currently have opportunities for Board eligible or Certified 
Psychiatrists to become members of our Treatment Teams. The 
successful candidate will provide medical and psychiatric services for 
acute and chronic mentally ill patients; determine quality of medical 
and nursing care given; determine and recommend changes that need 
to be made in medical, psychiatric and related therapy programs; serve 
as the leader of treatment teams; prepare medical/psychiatric evalua- 
tions; conduct intensive individual and group psychiatric therapy; and 
serve as the Medical Officer of the day. 


We offer a comprehensive benefit package to include your choice of four 
health care plans, paid life insurance and retirement plans, free parking, 


11 holidays, 12 vacation days and 15 sick leave days annually, in addi- 
tion to the opportunity for continuing education. 


Central State Hospital is a State operated facility affiliated with the 
Medical College of Virginia, one of the nation's largest teaching/ 
research institutions. Candidates who possess the appropriate creden- 
tials will be given the opportunity to be appointed as a member of the 
Medical College of Virginia faculty. If you are a licensed Physician or 
eligible for licensure from the Virginia State Board of Medicine, possess 
demonstrated experience in the mental health field and able to 
communicate effectively with all levels of staff, please submit your 
application/vitae' to the address below no later than 5:00 p.m., August 
7, 1987. 


You may make inquiry by calling (804) 861-7211 


CENTRAL STATE HOSPITAL 
PERSONNEL DEPARTMENT, BUILDING 113 
P. O. BOX 4030 
PETERSBURG, VIRGINIA 23803 
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LIBRIUME 
chlordiazepoxide HZ/Roche (V 
§-mg, 10-mg, 25-mg capsules 
Before prescribing, please consult complete 
product informatior:, a summary of which follows: 
Indications: Management of anxiety disorders; 
short-term relief of anxiety symptoms, acute alcohol 
withdrawal symptoms, preoperative apprehension 
and anxiety. Usually not required for anxiety or 
tension asscciated with stress of everyday life. Effi- 
cacy beyond four months not established by 
systematic clinical studies. Periodic reassessment of 
therapy recommended. 
Contraindications: known hypersensitivity to the 
drug. 
Wamings: Warn patients that mental and/or 
physical abilities required for tasks such as driving or 
operating machinery may be impaired, as may be - 
mental alertness in children, and that concomitant 
use with alcohol or CNS depressants may have an 
additive effect. Though physical and psychological 
dependence have rarely been reported on 
recommended doses, use caution in aaministering 
to addiction-prone individuals or those who might 
increase dosage. Withdrawal symptoms (including 
convulsions) reported after abrupt cessation of 
extended use of excessive doses are similar to those 
seen with barbiturates. Milder symptoms reported 
infrequently when continuous therapy is abruptly 
ended. Avoid abrupt discontinuation; gradually 
taper dosage. E 

Usage in Pregnancy: Use of minor 

tranquilizers dunng the first trimester 

should almost arways be avoided 

because of increased risk of congenital 

malformations cs suggested in several 

studies. Consider possibility of pregnancy 

when instituting therapy; advise patients 

to discuss therapy if they intend to or do 

become pregncnt. 
Precautions: In the erderly and debilitated, and in 
children over six limit to smallest effective dosage 
(initially 10 mg or less per day) to precluce ataxia or 
oversedation, increasing gradually as needed and 
tolerated. Not recommended in children under six. 
Though generally no: recommended, if combina- 
fion therapy with other psychotropics seems 
indicated, carefully consider individual pharmaco- 
logic effects, particularly in use of potentiating 
drugs such as MAO inhibitors and phencthiazines. 
Observe usual precautions in presence of impaired 
renal or hepatic function. Paradoxical reactions 
(e.g. excitement, stimulation and acute rage) have 
been reported in psychiatric patients and 
hyperactive aggressive children. Employ usual 
precautions n treatment of anxiety states with evi- 
dence of impending depression; suicidal tenden- 
cies may be present and protective measures 
necessary. Variable effects on blood coagulation 
have been reported very rarely in patierts 
receiving the drug and oral anticoagulants; causal 
relationship has not been established clinically. Due 
to isolated reports of exacerbation, use with caution 
in potients with porphyria. 
Adverse Reactions: Drowsiness, ataxia and 
confusion may occur, especially in the elderty and 
debilitated. These are reversible in most instances by 
proper dosage adjustment, but are also occasion- 
ally observed at the lower dosage ranges. In a few 
instances syncope has been reported. Also 
encountered are isolated instances of skn eruptions, 
edema, minor menstrual irregularities, nausea and 
constipation, extrapyramidal symptoms, increased 
and decreased libido—ail infrequent and general 
controlled with dosage reduction, changes in EEG 
patterns (low-voltage fast activity) may appear 
during and after treatment; blood dyscresias 
(including agranulocytosis), jaundice and hepatic 
dysfunction Fave been reported occasicnally. 
making pericdic blood counts and liver function 
tests adviscbie during protracted therapy. 
Usual Daily Dosage: individualize for maximum 
beneficial effects. Oral—Adults: Mild and moderate 
anxiety disorders and.symptoms, 5 or 10 mg #i.d. or 
qid.: severe states, 20 or 25 mg tid. or q..d. 
Geriatric patients: 5 mg bid. to qid. See 
Precautions) 
Supplied: Lib-ium? (cnlordiazepoxide HC/Roche) 
Capsules, 5 mg, 10 mg and 25 mg- bottles of 100 
and 500; Tel-E-Dose? packages of 100, available in 
boxes of 4 reverse-numbered cards of 25. and in 
boxes containing 10 strips of 40. Libritabs* 
(chlordiazepoxide/Rczhe) Tablets, 5 mg and 10 mg— 
bottles of 100 and 500; 25 mg- botiles of 100. With 
respect to clinical activity, capsules and tablets ore 
indistinguishable. 


Roche Products Inc. 
Manai, Puerto Rico'00701 
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Nobody does it better. 


PLACE IN AMERICA. 


At Psychiatric Institutes of America we are looking for psy- 
chiatrists who are ready to join us on the most challenging frontier 
of all — the human mind. 

If you specialize in adult, adolescent, or child psychiatry, this is 
an opportunity for you to become affiliated with one of the largest 
mental health care networks in the country. It is an ideal situation 
in which to grow professionally, without sacrificing the freedom 
you enjoy in a practice of your own. 

If you are Board Certified or Eligible, send your CV to Mr. Steve 
pue. Assi t Vice President, Physician Services 1010 Wisconsin 

Avenue, ington, D.C. 20007. Or call 1-8009935-4426. In 


Washington, D. E call 202-337-5600. PIA 
Psychiatric Institutes of America, 








PSYCHIATRIC INSTITUTES OF AMERICA HOSP? 





ARIZONA . = 
Tucson Psychiatric Institute 
Tucson 


ARKANSAS —  — 
Pinewood Hospital 
Texarkana 

CALIFORNIA E 
Sierra Royale Hospital 
Azusa 
Psychiatric Institute of Bakersfield 
Bakersfield 
Southwood Psychiatric Centers 
Chula Vista 
Alvarado Parkway Institute 
La Mesa 
Los Altos Hospital 
Long Beach 








Modesto Psychiatric Center 
Modesto 
Psychiatric Institute 
of Palm Springs 
Palm Springs 
COLORADO. 
Boulder Psychiatric Institute 
Boulder 


CONNECTICUT l 
Elmcrest Psychiatric Institute 
Portland 

FLORIDA 
Manatee Palms RTC 

Bradenton 

Fair Oaks Hospital 

at Boca/Delray 

Delray Beach 

Lake Hospital of 

the Palm Beaches 

_ake Worth 

Medfield Center 

Largo 
Laurel Oaks Hospital 
Orlando 
Sarasota Palms Hospital 
Sarasota 

GEORGIA - 
Laurel Heights Hospital 
Atlanta 

















Psychiatric Institute of Atlanta 
Atlanta 
Brawner Psychiatric Institute 
Smyrna 

INDIANA _ 


Jefferson Hospital 
Jeffersonville 





Kingwood Hospital 
Michigan City 
LOUISIANA _ i 
Briarwood Hospital 
Alexandria 
JoEllen Smith 
Psychiatric Hospital 
New Orleans 





NorthShore Psychiatric Hospital 


Slidell 
MARYLAND 


Psychiatric Institute 
of Montgomery County 


Rockville 


MICHIGAN 
Psychiatric Cente 
New Baltimor 

MISSOURI 
Laughlin Pavilion 
Kirksville 

NEW HAMPSHIR 
Brookside Hospit 
N ishu 1 

NEW JERSEY 
Fair Oaks Hospita 
Summit 

NEW YORK 
Regent Hospita 
New York 

NORTH CAROLINA 
Appalachian Hal 
Asheville 
Highland Hospit: 
Asheville 

OKLAHOMA 
Great Plains Hos 
I awton 

TENNESSEE 
Mid-South Hospi 
Memphis 

TEXAS 
Brookhaven Psyc 
Pavilion 
Dallas 
Psychiatric Instit 
of Fort Worth 


Fort Wort! 

Twin Lakes Hosp 
Lewisville 
Colonial Hills H€ 
San Antoni 


Laurelwood Hos; 
The Wo yod] ina 
Willowbrook Hospi 
Waxahachie 
Baywood Hospit: 
Webster 


UTAH 
Western Institute 
of Neuropsy chiat 
Salt Lake Cit 
VIRGINIA 
Springwood Psycl 
Institute 
Leesburg 
Tidewater Psycl 
Institute 
Norfolk 
Psychiatric Institut 
of Richmond 
Richmond 
Tidewater Psycl 
Institute 
Virginia Bea 


WASHINGTON, I 
Psychiatric Instit 
of Washingtotr 
Washington, | 

WISCONSIN 
RiverWood Cente 
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SYMMETREL® is available exclusively from Du Pont 


rom the clutches of EPS 


Effective control of extrapyramidal symptoms (EPS) 


SYMMETREL® (amantadine HCI) has been proven clearly effective in controlling a broad 
range of extrapyramidal movement disorders. In a recent study, both SYMMETREL* and 
benztropine “were equally g 
effective in treating drug- TES 
induced parkinsonism; 


Reduction of extrapyramidal symptoms (EPS)' 
however, amantadine 
[SYMMETREL®] proved 


somewhat more effective in pul 1 

reducing akathisia and 4 

recurrent dystonia.”! 1.00 - | à 
050 4 [ | j " j 
0.00 i E 


WEEK 0 1 2 4 8 01248 012468 01248 
DYSTONIA BRADYKINESIA RIGIDITY AKATHISIA 
*P«005 *P<0.001 Mamantadine[SYMMETREL®] W benztropine 


*Extrapyramidal symptoms were rated on a four-point scale of ascending severity. —adapted from Borison and Diamond, p 4 





2.50 4 


2.00 4 


Increasing severity of EPS* 











Fewer side effects than anticholinergics 


Dramatically differentiating SYMMETREL® from anticholinergics is its favorable side effect 
profile. With fewer anticholinergic side effects, SYMMETREL? affords patients greater com- 














"me ntlpayels e pe Incidence of anticholinergic side effects' 7 
SYMMETREL® is not metabolized oe) n 
and is mainly excreted in the urine. = 
Care should be taken, however, in | Dry mouth 14 hid 
patients with renal impairment. | Blurred vision. 2h 26.5 
SYMMETREL®. The more rational | as! congestion 25 18.2 
and safer! therapeutic choice in the | Constipation 1S 214 
control of EPS. Urinary hesitancy 1.3 7.1 











— adapted from Borison and Diamond, p 43! 
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Please see following page for brief summary of prescribing information. 
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BRIEF SUMMARY OF PRESCRIBING INFORMATION 

INDICATIONS AND USAGE: Parkinson's Disease Syndrome and Drug-induced 
Extrapyramidal Reactions: SY MMETREL is indicated in the treatment of idiopathic 
Parkinson's disease (Paralysis Agitans), postencephalitic parkinsonism, drug-induced 
extrapyramidal reactions, and symptomatic parkinsonism which may follow injury to 
ihe nervous system by carbon monoxide intoxication. it is indicated in those elderly 
patients believed to develop parkinsonism in association with cerebral arteriosclero- 
sis. In the treatment of Parkinson's disease, SYMMETREL is less effective than levo- 
dopa, (-)-3-(3, 4-dihydroxyphenyl)-L-alanine, and its efficacy in comparison with the 
anticholinergic antiparkinson drugs has not yet been established. Although anticholin- 
ergic type side effects have been noted with SYMMETREL when used in patients with 
drug-induced extrapyramidal reactions, there is a lower incidence of these side effects 
than that observed with anticholinergic antiparkinson drugs. 

CONTRAINDICATIONS: SYMMETREL is contraindicated in patients with known 
hypersensitivity to the drug. 

WARNINGS: Patients with a history of epilepsy or other "seizures" should be observed 
closely for possible increased seizure activity. 

Patients with a history of congestive heart failure or peripheral edema should be 
followed closely as there are patients who developed congestive heart failure while 
receiving SYMMETREL. 

Patients with Parkinson's disease improving on SYMMETREL should resume normal 
activities gradually and cautiously, consistent with other medical considerations, such 
as the presence of osteoporosis or phlebothrombosis. 

Patients receiving SYMMETREL who note central nervous system effects or blurring 
of vision should be cautioned against driving or working in situations where alertness 
is important. 

PRECAUTIONS: SYMMETREL (amantadine hydrochloride) should not be discontin- 
ued abruptly since a few patients with Parkinson's disease experienced a parkinsonian 
crisis, i.e , a sudden marked clinical deterioration, when this medication was suddenly 
stopped The dose of anticholinergic drugs or of SYMMETREL should be reduced it 
atropine-like effects appear when these drugs are used concurrently. 

The dose of SYMMETREL may need careful adjustment in patients with renal 
impairment, congestive heart failure, peripheral edema, or orthostatic hypotension. 
Since SYMMETREL is not metabolized and is mainly excreted in the urine, it may 
accumulate when renal function is inadequate. 

Care should be exercised when administering SYMMETREL to patients with liver 
disease, a history of recurrent eczematoid rash, or to patients with psychosis or severe 
psychoneurosis not controlled by chemotherapeutic agents. Careful observation is 
required when SYMMETREL is administered concurrently with central nervous system 
stimulants. 

No long-term studies in animals have been performed to evaluate the carcinogenic 
potential of SYMMETREL. The mutagenic potential of the drug has not yet been 
determined in experimenta! systems. 

Pregnancy Category C: SYMMETREL (amantadine hydrochloride) has been shown 
to be embryotoxic and teratogenic in rats at 50 mg/kg/day, about 12 times the recom- 
mended human dose, but not at 37 mg/kg/day. Embryotoxic and teratogenic drug 
effects were not seen in rabbits which received up to 25 times the recommended 
human dose. There are no adequate and well-controlled studies in pregnant women. 

SYMMETREL should be used during pregnancy only if the potential benefit justifies 
the potential risk to the embryo or the fetus. 

Nursing Mothers: SYMMETREL is excreted in human milk. Caution should be 
exercised when SYMMETREL is administered to a nursing woman. 

Pediatric Use: The safety and efficacy of SYMMETREL in newborn infants, and 
infants below the age of 1 year have not been established. 

ADVERSE REACTIONS: The most frequently occurring serious adverse reactions are: 
depression, congestive heart failure, orthostatic hypotensive episodes, psychosis, 
and urinary retention. Rarely convulsions, leukopenia, and neutropenia have been 
reported. 

Other adverse reactions of a less serious nature which have been observed are the 
following: hallucinations, confusion, anxiety; irritability; anorexia, nausea, and consti- 
pation: ataxia and dizziness (lightheadedness); livedo reticularis and peripheral 
edema. Adverse reactions observed less frequently are the following: vomiting: dry 
mouth; headache; dyspnea; fatigue, insomnia, and a sense of weakness. Infrequently, 
Skin rash, slurred speech, and visual disturbances have been observed. Rarely 
eczematoid dermatitis and oculogyric episodes have been reported. 

DOSAGE AND ADMINISTRATION: Adult Dosage for Parkinsonism: The usual dose 
of SYMMETREL (amantadine hydrochloride) is 100 mg twice a day when used alone. 
SYMMETREL has an onset of action usually within 48 hours. 

The initial dose of SYMMETREL is 100 mg daily for patients with serious associated 
medical illnesses or who are receiving high doses of other antiparkinson drugs. After 
one to several weeks at 100 mg once daily, the dose may be increased to 100 mg twice 
daily, if necessary. 

Occasionally, patients whose responses are not optimal with SYMMETREL at 200 mg 
daily rnay benefit from an increase up to 400 mg daily in divided doses. However, such 
patients should be supervised closely by their physicians. 

Patients initially deriving benefit from SYMMETREL not uncommonly experience a 
fall-off of effectiveness after a few months. Benefit may be regained by increasing the 
dose to 300 mg daily. Alternatively, temporary discontinuation of SYMMETREL for 
several weeks, followed by retnitiation of the drug, may result in regaining benefit in 
some patients. A decision to use other antiparkinson drugs may be necessary. 

Dosage for Concomitant Therapy: Some patients who do not respond to anti- 
cholinergic antiparkinson drugs may respond to SYMMETREL. When SYMMETREL or 
anticholinergic antiparkinson drugs are each used with marginal benefit, concomitant 
use may produce additional benefit. 

When SYMMETREL and levodopa are initiated concurrently, the patient can exhibit 
rapid therapeutic benefits. SYMMETREL should be held constant at 100 mg daily or 
twice daily while the daily dose of levodopa is gradually increased to optimal benefit. 

When SYMMETREL is added to optimal well-tolerated doses of levodopa, additional 
benefit may result, including smoothing out the fluctuations in improvement which 
sometimes occur in patients on levodopa alone. Patients who require a reduction in 
their usual dose of levodopa because of the development of side effects may possibly 
regain lost benefit with the addition of SYMMETREL. 

Dosage for Drug-Induced Extrapyramidal Reactions: Adult: The usual dose of 
SYMMETREL (amantadine hydrochloride) is 100 mg twice a day. Occasionally, patients 
whose responses are not optimal with SYMMETREL at 200 mg daily may benefit from 
an increase up to 300 mg daily in divided doses. 6043-15BSP/Rev. Oct. 1984 


Capsules manufactured by R. P. Scherer-North America, St. Petersburg, Florida 33702 
for 

Du Pont Pharmaceuticals 

E.l. du Pont de Nemours & Co. (Inc.) 

Wilmington, Delaware 19898 We 


SYMMETREL is a registered U.S. trademark of E.l. du Pont de Nemours & Co. (Inc.) 


REFERENCE: 1.Borison RL, Diamond Bl: Treatment of extrapyramidal side-effects: 
Amantadine versus benztropine. World J Psychosynthesis (special), 1984-1985, pp 40-43. 











WESTERN REGIONAL HEALTH CENTRE 
PSYCHIATRIST 


The opportunity: 

To join our present team of 4 Psychiatrists who in conjunc- 
tion with our multi-disciplinary team provide services in 
our Out Patient unit, Day Hospital, Occupational Therapy 
wing and In Patient unit. 


The person: 

We are seeking a highly motivated individual who will 
contribute to the development of services in our modem 
facility. Candidates must obtain registration for practice in 
Dies Scotia which requires, LMCC, FLEX or national Board 
of U.S.A. 


The organization: 

The Western Regional Health Centre, consists of a fully 
accredited 175 bed hospital, an Adult Residential Centre, a 
Nursing Home and a School of Nursing and is located in a 
Seaport town in South Western Nova Scotia. There are 
convenient facilities and transportation services to larger 
centres [Boston, Halifax]. 


Other attractions inzlude a salary range of $60,000 to 
$75,000 and bonuses available up to $25,000 dependent 
upon qualifications: assistance for moving expenses, private 
practice possible and other substantial benefits including 
education leave. 


Please submit a Curriculum Vitae to, or for further infor- 
mation, contact: 


Director of Personnel 

Western Regional Health Centre 
Yarmouth, Nova Scotia 

B5A 2P5 


902-742-3541 Ext. 251. 





Chief of Pyschiatry 


The VA Medical Center and the 
Brown University are actively recruit- 
ing for a Board Certified Psychiatrist to 
serve as Chief, Psychiatry Service at the 
VA. Applicants must qualify for aca- 
demic appointment at Brown Univer- 
sity Associate or Full Professorial rank. 
Applicants must have demonstrated 
excellence in clinical administration, 
teaching and research. The Providence 
VA Medical Center is a 319-bed GM&S 
Hospital with active residency pro- 
grams in Psychiatry, Medicine and Sur- 
gery. Qualified interested candidates 
should submit their C.V. by 8/31/87 to 
Nathan Epstein, M.D., Chairman, 
Department of Psychiatry and Human 
Behavior, c/o Butler Hospital, 345 
Blackstone Boulevard, Providence, 
Rhode Island 02906. 

We are an Equai Opportunity/Affirmative 
Action employer. 

















Veterans 


Administration 





The Veterans Administration, Medical 
Center, Lake City, Florida, is recruiting 
for a board certified Psychiatrist. Will 
assist in establishment of new service 
in a progressive environment of 
inpatient and outpatient activity. 
Competitive salary plus incentive pay 
commensurate with qualifications. 
Liberal benefits plus malpractice 
insurance and retirement program. The 
North Florida area offers an excellent 
climate year round, extensive outdoor 
recreational activities, lower than 
average cost of living, fine schools and 
nearby university, local community 
college, uncongested commuting to 
and from the Medical Center. Contact 
John H. Beggs, M.D., Chief of Staff, VA 
Medical Center, Lake City, FL 32055, 
(904) 755-3016, Ext. 2011. An Equal 
Opportunity Employer. 
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PSYCHIATRIC PROGRAM DIRECTOR 


MICHIGAN DEPARTMENT OF CORRECTIONS 





|! To provide professional leadership and program 


direction to a staff of 26 psychiatrists in a growing 
and adequately funded correctional system of- 
fering a full range of patient services: acute, 
chronic, transitional and outpatient. 


The successful candidate must be Board-certi- 
fied; additionally, experience as a Psychiatric 
Program Administrator would be highly desir- 
able. The position is based in Lansing with some 
overnight travel required. University affiliation 
is available and encouraged. 


Annual salary is approximately $96,000 PLUS 
an outstanding Michigan Civil Service fringe 
benefit package valued at over 40% of salary. 


Please submit C.V. to: 


Lynn A. Green, M.D. 
Michigan Department of Corrections 
Bureau of Health Care Services 
P.O. Box 30003 (Logan Square) 
Lansing, MI 48909 


An Equal Opportunity/Affirmative Action Employer 
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Unlike oral antipsychotic drugs, HALDOI* haloperido 
Decanoate injection gives you the assurance that 
the patient receives the prescribed amount of 
medication for 4 weeks. Plasma levels of drug are 
sustained throughout the dosing interval, thus 
making it easier to assess and manage the cause of 
breakthrough symptoms. 





Sustained drug levels with 
a single monthly dose 


HALDOL DECANOATE 


(HALOPERIDOL) 


Pharmacokinetic profile 
facilitates monthly dosing 


Smooth, steady drug delivery has been shown to 
achieve efficacy equal to oral HALDOL, but at lower 
monthly doses.' The plasma concentrations of 
haloperidol gradually rise, reaching a peak at about 
6 days after the injection, and falling thereafter, with 
an apparent half-life of about 3 weeks. 

The side effects of HALDOL Decanoate are 
those of HALDOL. The prolonged action of 
HALDOL Decanoate should be considered in the 
management of side effects. During dose adjustment 
or episodes of exacerbation of psychotic symptoms, 
HALDOL Decanoate therapy can be supplemented 
with short-acting forms of HALDOL. It is 
recommended that patients being considered for 
HALDOL Decanoate therapy have, at some time, been 
treated with, and have tolerated well, short-acting 
HALDOL in order to exclude the possibility of 
unexpected adverse sensitivity to haloperidol. 
HALDOL Decanoate is administered only by deep 
intramuscular injection. 


INJECTION 


Offers sustained protection 
against schizophrenic relapse 


Dependable delivery with HALDOL Decanoate helps 
provide protection for your patient to withstand the 
demands of daily life. 
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OATE 


(HALOPERIDOL) INJECTION 


Sustained protection 
for the schizophrenic patient 
with a single monthly dose 





The following is a brief summary only. Before prescribing, see complete 
prescribing information in HALDOL and HALDOL Decanoate product labeling. 


Contraindications: Since the pharmacologic and clinical actions of HALDOL 
(haloperidol) Decanoate are attributed to HALDOL as the active medication, 
Contraindications, Warnings, and additional information are those of HALDOL. 
Some sections have been modified to reflect the prolonged action of HALDOL 
Decanoate. 

HALDOL is contraindicated in severe toxic central nervous system depression or 
comatose states from any cause and in individuals who are hypersensitive to this 
drug or have Parkinson's disease. 


Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of 
potentially irreversible, involuntary, dyskinetic movements may develop in patients 
treated with antipsychotic drugs. Although the prevalence of the syndrome ap- 
pears to be highest among the elderly, especially elderly women, it is impossible to 
rely upon prevalence estimates to predict, at the inception of antipsychotic treat- 
ment, which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both 
the risk of developing tardive dyskinesia and the likelihood that it will become 
irreversible are believed to increase as the duration of treatment and the total 
cumulative dose of antipsychotic drugs administered to the patient increase. 
However, the syndrome can develop, although much less commonly, after relatively 
brief treatment periods at low doses. There is no known treatment for established 
cases of tardive dyskinesia, although the syndrome may remit, partially or com- 
pletely, if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, 
however, may suppress (or partially suppress) the signs and symptoms of the 
syndrome and thereby may possibly mask the underlying process. The effect that 
symptomatic suppression has upon the long-term course of the syndrome is 
unknown. Given these considerations, antipsychotic drugs should be prescribed in 
a manner that is most likely to minimize the occurrence of tardive dyskinesia. 
Chronic antipsychotic treatment should generally be reserved for patients who 
suffer from a chronic illness that 1) is known to respond to antipsychotic drugs, and 
2)for whom alternative, equally effective, but potentially less harmful treatments are 
not available or appropriate. In patients who do require chronic treatment, the 
smallest dose and the shortest duration of treatment producing a satisfactory 
Clinical response should be sought. The need for continued treatment should be 
reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a 
patient on antipsychotics, drug discontinuation should be considered. However, 
Some patients may require treatment despite the presence of the syndrome. (For 
further information about the description of tardive dyskinesia and its clinical 
detection, please refer to ADVERSE REACTIONS) 

Usage in Pregnancy: (see PRECAUTIONS - Usage in Pregnancy) Combined Use 
With Lithium: (see PRÉCAUTIONS - Drug Interactions). 

General: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic 
drugs, including haloperidol. Prompt remedial therapy should be instituted if 
dehydration, hemoconcentration or reduced pulmonary ventilation occur, espe- 
cially in the elderly. Decreased serum cholesterol and/or cutaneous and ocular 
changes have been reported with chemically-related drugs, although not with 
haloperidol. See PRECAUTIONS - Information for Patients for information on mental 
and/or physical abilities and on concomitant use with other substances. 


Precautions: Administer cautiously to patients: (1) with severe cardiovascular 
disorders, due to the possibility of transient hypotension and/or precipitation of 
i pain (if a vasopressor is required, epinephrine should not be used since 
HALDOL may block its vasopressor activity and paradoxical further lowering of 
blood pressure may occur; metaraminol, phenylephrine or norepinephrine should 
be used); (2) receiving anticonvulsant medications, with a history of seizures, or 
with EEG abnormalities, because HALDOL may lower the convulsive threshold. If 
indicated, adequate anticonvulsant therapy should be concomitantly maintained; 
(3) with known allergies or a history of allergic reactions to drugs; (4) receiving 
anticoagulants, since an isclated instance of interference occurred with the effects 
of one anticoagulant (phenindione). Concomitant antiparkinson medication, if 
required, may have to be continued after HALDOL is discontinued because of 
different excretion rates; if both are discontinued simultaneously, extrapyramidal 
symptoms may occur. Intraocular pressure may increase when anticholinergic 
drugs, including antiparkinson drugs, are administered concomitantly with 
HALDOL. When HALDOL is used for mania in bipolar disorders, there may be a 
rapid mood swing to depression. Severe neurotoxicity may occur in patients with 
thyrotoxicosis receiving antipsychotic medication, including HALDOL. 

The 1, 5 and 10 mg HALDOL tablets contain FD&C Yellow No. 5 (tartrazine) which 
may cause allergic-type reactions (including bronchial asthma) in certain suscepti- 
ble individuals, especially in those who have aspirin hypersensitivity. 

Information for Patients: Mental and/or physical abilities required for hazardous 
tasks or driving may be impaired. Alcohol should be avoided due to possible 
additive effects and hypotension. 

Drug Interactions: Patients receiving lithium plus haloperidol should be monitored 
closely for early evidence of neurological toxicity and treatment discontinued 
promptly if such signs appear. 

Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic potential 
of haloperidol decanoate was found in the Ames Salmonella microsomal activation 
assay. 

Carcinogenicity studies using oral haloperidol were conducted in Wistar rats 
(dosed at up to 5 mg/kg daily for 24 months) and in Albino Swiss mice (dosed at up 
to 5 mg/kg daily for 18 months). In the rat study survival was less than optimal in all 
dose groups, reducing the number of rats at risk for developing tumors. However, 
although a relatively greater number of rats survived to the end of the study in high 
dose male and female groups, these animals did not have a greater incidence of 
tumors than control animals. Therefore, although not optimal, this study does 
suggest the absence of a haloperidol related increase in the incidence of neoplasia 


in rats at doses up to 20 times the usual daily human dose for chronic or resistant 
patients. In female mice at 5 and 20 times the highest initial daily dose for chronic or 
resistant patients, there was a statistically significant increase in mammary gland 
neoplasia and total tumor incidence; at 20 times the same daily dose there was a 
Statistically significant increase in pituitary gland neoplasia. In male mice, no 
Statistically significant differences in incidences of total tumors or specific tumor 
types were noted. 

Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic 
administration. Tissue culture experiments indicate that approximately one-third of 
human breast cancers are prolactin dependent in vitro, a factor of potential 
importance if the prescription of these drugs is contemplated in a patient with a 
previously detected breast cancer. Although disturbances such as galactorrhea, 
amenorrhea, gynecomastia, and impotence have been reported, the clinical signi- 
ficance of elevated serum prolactin levels is unknown for most patients. An increase 
in mammary neoplasms hes been found in rodents after chronic administration of 
antipsychotic drugs. Neither clinical studies nor epidemiologic studies conducted 
to date, however, have shown an association between chronic administration of 
these drugs and mammary tumorigenesis: the available evidence is considered too 
limited to be conclusive at this time. 

Usage in Pregnancy: Pregnancy Category C. Safe use in pregnancy or in women 
likely to become pregnant has not been established; use only if benefit clearly 
justifies potential hazards to the fetus. 

Nursing Mothers: Infants should not be nursed duringdrug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of 
intramuscular administration in children have not been conducted. 


Adverse Reactions: Adverse reactions following the administration of HALDOL 
(haloperidol) Decanoate ar2 those of HALDOL. Since vast experience has accu- 
mulated with HALDOL, the adverse reactions are reported for that compound as 
well as for HALDOL Decanoate. As with all injectable medications, local tissue 
reactions have been reported with HALDOL Decanoate. 

CNS Effects: Extrapyramidal Reactions—Neuromuscular (extrapyramidal) reac- 
tions have been reported frequently, often during the first few days of treatment. 
Generally they involved Parkinson-like symptoms which when first observed were 
usually mild to moderately severe and usually reversible. Other types of neuromus- 
cular reactions (motor restlessness, dystonia and tardive dystonia, akathisia, 
hyperreflexia, opisthotonos, oculogyric crises) have been reported far less fre- 
quently, but were often more severe. Severe extrapyramidal reactions have been 
reported at relatively low doses. Generally, extrapyramidal symptoms are dose-re- 
lated since they occur at relatively high doses and disappear or become less severe 
when the dose is reduced. Antiparkinson drugs may be required. Persistent 
extrapyramidal reactions have been reported and the drug may have to be 
discontinued in such cases. Withdrawal Emergent Neurological Signs—Abrupt 
discontinuation of short-term antipsychotic therapy is generally uneventful. How- 
ever, some patients on maintenance treatment experience transient dyskinetic 
Signs after abrupt withdrawal. In certain cases these are indistinguishable from 
“Tardive Dyskinesia" excep: for duration. Itis unknown whether gradual withdrawal 
will reduce the occurrence of these signs, but until further evidence is available 
HALDOL should be gradually withdrawn. Tardive Dyskinesia—As with all antipsy- 
chotic agents HALDOL has been associated with persistent dyskinesias. Tardive 
dyskinesia, a syndrome consisting cf potentially irreversible, involuntary, dyskinetic 
movements, may appear in some patients on long-term therapy or may occur after 
drug therapy has been discontinued. The risk appears to be greater in elderly 
patients on high-dose therapy, especially females. The symptoms are persistent 
and in some patients appear irreversible. The syndrome is characterized by 
rhythmical involuntary movements of tongue, face, mouth or jaw (e.g., protrusion of 
tongue, puffing of cheeks, puckering of mouth, chewing movements). Sometimes 
these may be accompanied by involuntary movements cf extremities and the trunk. 
There is no known effective treatment for tardive dyskinesia; antiparkinson agents 
usually do not alleviate the symptoms of this syndrome. It is suggested that all 
antipsychotic agents be discontinued if these symptoms appear. Should it be 
necessary to reinstitute treatment, or increase the dosage of the agent, or switch to 
a different antipsychotic agent, this syndrome may be masked. It has been reported 
that fine vermicular movement of the tongue may be an early sign of tardive 
dyskinesia and if the medication is stopped at that time the full syndrome may not 
develop. Other CNS Effects: Insomnia, restlessness, anxiety, euphoria, agitation, 
drowsiness, depression, lethargy, headache, confusion, vertigo, grand mal sei- 
zures, and exacerbation of psychotic symptoms inciuding hallucinations, and 
catatonic-like behavioral states which may be responsive to drug withdrawal and/or 
treatment with anticholinercic aruga 

Body as a Whole: Neuroleptic Malignant Syndrome: As with other antipsychotic 
drugs, a symptom complex sometimes referred to as neuroleptic malignant 
syndrome (NMS) has been reported. Cardinal features of NMS are hyperpyrexia, 
muscie rigidity, altered mental status (including catatonic signs), and evidence of 
autonomic instability (irregular pulse or blood pressure). Additional signs may 
include elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis), and 
acute renal failure. NMS is potentially fatal, requires intensive symptomatic treat- 
ment and immediate discontinuation of antipsychotic treatment. Hyperpyrexia and 
heat stroke, not associated with the above symptom complex, have also been 
reported. Cardiovascular Effects: Tachycardia, hypotension, hypertension and ECG 
changes. Hematologic Effects: Reports of mild, usually transient leukopenia and 
leukocytosis, minimal decreases in red blood cell counts, anemia, or a tendency 
toward lymphomonocytosis; agranulocytosis rarely reported and only in associa- 
tion with other medication. Liver Effects: Impaired liver function and/or jaundice. 
Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of 
photosensitivity, loss of hair. Endocrine Disorders: Lactation, breast engorgement, 
mastalgia, menstrual irregularities, gynecomastia, impotence, increased libido, 
hyperglycemia, hypoglycemia and hyponatremia. Gastrointestinal Effects: Anor- 
exia, Constipation, diarrhea, hypersalivation, dyspepsia, nausea and vomiting. 
Autonomic Reactions: Dry mouth, blurred vision, urinary retention, diaphoresis, and 
priapism. Respiratory Effects: Laryngospasm, bronchospasm and increased depth 
of respiration. Special Senses: Cataracts, retinopathy and visual disturbances. 
Other: Cases of sudden and unexpected death have been reported in association 
with the administration of HALDOL. The nature of the evidence makes it impossible 
to determine definitively what role, if any, HALDOL played in the outcome of the 
reported cases. The possibility that HALDOL caused death cannot, of course, be 
excluded, but it is to be kept in mind that sudden and unexpected death may occur 
in psychotic patients when they go untreated or when they are treated with other 
antipsychotic drugs. 

IMPORTANT: Full directions for use should be read before HALDOL or 
HALDOL Decanoate is administered or prescribed. 

For information on symptoms and treatment of overdosage, see full prescrib- 
ing information. 

The short-acting HALDOL injectable form is intended only for acutely agitated 
psychotic patients with moderately severe to very severe symptoms. 
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CHARLES C THOMAS - 


New! CLINICAL MANAGEMENT OF SUBSTANCE 
ABUSE PROGRAMS by Robert J. Craig. Focusing on the 
clinical management of programs, this unique work ad- 
dresses the major steps of substance abuse treatment. The 
author examines patient assessment through the traditional 
diagnostic interview and psychological testing. Specific 
models of treatment are covered including the multimodal 
approach, a combined treatment approach, and matching 
treatment concepts to individual needs. Program evaluation 
activities and ways to reduce patient attrition are also dis- 
cussed. 87, $37.50 


New! THE PSYCHOTHERAPIST-PATIENT PRIVILEGE: 
A Critical Examination by Daniel W. Shuman and Myron F. 
Weiner. The authors—a law professor and a psychiatrist— 
herein examine the role that privilege actually plays in ther- 
apy and its impact in litigation. They discuss such topics as 
professional ethics and confidentiality, psychosocial theory 
and privileged communication, legal foundations of privi- 
lege and professional secret, and the uses and limitations of 
empirical research in the law. ‘87, $29.75 


New! DISULFIRAM (ANTABUSE®) — A UNIQUE MED- 
ICAL AID TO SOBRIETY: History, Pharmacology, Research, 
Clinical Use by Ronald W. McNichol, John A. Ewing, and 
Morris D. Faiman. Professionals will herein find a wealth of 
clinical information on an important treatment option for 
the disease of alcohol addiction—disulfiram (Antabuse®). 
This book encompasses a compilation of research on this 
unique medical aid, its pharmacodynamics, pharmacokinet- 
ics and toxicology. Sept. ‘87, about $19.75 


New! VIOLENCE PREDICTION: Guidelines for the 
Forensic Practitioner by Harold V. Hall. The dangerousness 
prediction process, forensic distortion analysis, a review of 
the accuracy and impact of literature and studies, dangerous 
prediction pitfalls, and training in violence prediction are 
among the topics discussed. Unique working appendices 
present actual prediction tasks, a checklist of violence fac- 
tors, assessment report format, program evaluation format, 
and a needs assessment inventory. Sept. ‘87, about $29.75 


New! CRISIS INTERVENTION AND SUICIDE PRE- 
VENTION: Working with Children and Adolescents by 
Gary |. Crow and Letha I. Crow. Using the sequential ap- 
proach to crisis intervention, this book develops a social in- 
teraction model which takes into consideration the whole 
child and his/her significant environment. The importance 
of communication, the factors and dynamics involved in a 
child's suicide, child abuse and its interrelatedness with fam- 
ily factors, and an extensive set of signs and symptoms of 
emotional difficulty are all discussed. ‘87, $24.75 


New! THE MURDERER AND HIS VICTIM (2nd Ed.) 
by John M. Macdonald. Drawing on decades of forensic 
psychiatric experience and on interviews with over 400 
murderers, the author presents a penetrating look at people 
who kill and get killed. He reviews the circumstances of 
murder, probes the mind of the murderer, and describes the 
victim. Multiple personalities; fantasy games; Mafia hit men; 
investigation; sex, mass and serial murders; insane and juve- 
nile murders; suicide; and many other topics all receive 
thorough coverage. 86, $39.25 


PUBLISHER 


New! THE LAST STRAW: How To Benefit from Trigger 
Events in Your Life by Andrew J. DuBrin. Psychologically 
oriented, this book examines why people finally take decisive 


action. After a brief introduction, each chapter deals with a 
major area of potential frustration including marriage and liv 
ing together, health and appearance, sports and hobbies, 


sles with 


consumer hassles, the boss and the company, ha: 
employees, and career frustrations. Closing the text are six 


steps for making the most of these trigger events. 87, $27 50 


New! CLINICAL RESEARCH IN SCHIZOPHRENIA 
edited by Roy R. Grinker, Sr. and Martin Harrow. This book 
opens with a theoretical overview of schizophrenia. Re- 
search results follow on schizophrenic delusions, first rank 
symptoms, family relationship patterns, abnormal smooth 
pursuit eye movement, cognitive disorders, negative-deficit 
symptoms, and impaired perspective. Prognosis and out 
come in schizophrenia are also discussed, and the text con- 
cludes with a review of the major aspects of the overall 
research program. July ‘87, about $55.00 


New! INVOLUNTARY CIVIL COMMITMENT OF THE 
MENTALLY ILL IN THE POST-REFORM ERA by Robert D. 
Miller. This book opens witH^a discussion of the three major 
definitional criteria for commitment—mental disorder, dan- 
gerousness, and need for treatment. It then examines the 
procedural criteria—right to counsel, to remain silent, to 
treatment, to least restrictive environment, to refuse treat- 
ment, and access to records. The final sections analyze the 
impact of changes in commitment statutes a 

trends. Aug. ‘87, about $42.75 


nd future 


New! BASIC HANDBOOK OF TRAINING IN CHILD 
AND ADOLESCENT PSYCHIATRY written anc 
Richard L. Cohen and Mina K. Dulcan. Experts herein re- 
view and describe an integrated approach to child psychiat- 
ric training and education. They discuss the background of 
child and adolescent psychiatry; guidelines for training in 
areas including child and adolescent psychopharmacology, 
developmental disabilities, pediatric consultation, and chief 
residencies; and examine approaches to program direction 
Administrative and policy issues are also discussed. Sept 
‘87, about $72.50 


edited by 


New! TECHNIQUES FOR DEALING WITH FAMILY 
VIOLENCE by Arlene Baxter. To help prevent violence and to 
assist families engaging in this violent behavior, professionals 
need to understand family dynamics and their social context 
This text specifically addresses that need with discussions on 
societal attitudes, extent and types of family violence, family 
structure and roles, recognizing the symptoms of family dys- 
function, risk assessment, developing and implementing a 


service plan, law enforcement involvement, the role of the 
courts, and community resources. Oct. ‘87, about $24.75 
KIDS GRIEVE TOO! by Victor S. Lombardo Edith 


Foran Lombardo. At what age does a child understand the 
finality of death? Who should tell a child about the death of 
a loved one? When should a child attend a funeral? This 
practical, informative book answers these questions and 
more. The authors address television and a child's percep- 
tion of death, the mourning process, and unresolved grief. A 
special question/answer section is also included. 86, $17 75 


Order direct for fastest results + Write or call (217) 789-8980 * Books sent on approval 
Postage paid on MasterCard, Visa & prepaid orders e Catalog sent on request 


2600 South First Street + Springfield + Illinois - 62794-9265 


50 MILLIGRAMS 
(one-third of a tablet) 


* Easy to titrate 


* Convenient 
4-in-1 tablet 


e Economical 








' 150MILLIGRAMS 
(the entire tablet) 


75 MILLIGRAMS 
(one-half of a tablet) 


100 MILLIGRAMS 
(two-thirds of a tablet) 
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Tifluoperazine HCI Seena omm — 


Helps Put the Chronic 
Schizophrenic Back in Touch 


] Effectively controls psychotic target symptoms 

] Apparently activates withdrawn, apathetic or detached patients 

] Seldom causes excessive sedation 

| Demonstrates a low risk of anticholinergic effects and hypotension 
] Offers a convenient, economical b.i.d. dosage 








»telazine' shares the increased risk of extrapyramidal symptoms 
issociated with all high-potency neuroleptics. However, when 
ncountered, these symptoms are generally readily controlled. 


'telazine' 
and of trifluoperazine hydrochloride 








*fore prescribing, see complete prescribing information in SK&F Co. literature or sive effects of guanethidine and related compounds. Thiazide diuretics may a 
JR. The following is a brief summary. orthostatic hypotension that may occur with phenothiazines. Phenothiazine y 
»ntraindications: Comatose or greatly depressed states due to C.N.S. depressants. blood onvulsive thresnold and may also precipitate phenytoin toxicity; dosage adju 
scrasias; bone marrow depression; liver damage anticonvulsants may be necessary. If neuromuscular reactions occur in pregna 





children, permanently stop neuroleptic therapy. Patients should not receive 'Stelaz 
before or 24 hours after myelography with the contrast medium metrizamide. The 
phenothiazines may produce false positive phenylketonuria (PKU) test result 
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arnings: Tardive dyskinesia (TD) may c reated with neuroleptic (anti- 
ychotic) drugs. The risk of TD and likelihood of irreversibility are thought to increase as 
iration of treatment and total cumulati euroleptic dose increase. Much less commonly 
e syndrome can develop after relatively brief treatment at low doses. There is no known Adverse Reactions: Drowsiness, dizziness, skin reactions, rash, dry moutt 
atment for TD, although it may remit if neuroleptics are withdrawn. Neuroleptic treatment thea, fatigue, muscular weakness, anorexia, lactation, blurred vision. Neuromuscu 
yy suppress signs and symptoms of the syndrome and thereby mask the underlying dis pyramidal) reactions: motor restlessness, dystonias, pseudo-parkinsonism, t 


To minimize risk of TD, generally reserve chronic neuroleptic treatment for patien and a vanant. tardive dystonia 
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If you are going to be 
successful in topographic 
brain mapping, you need 
more than promises. 


e want to explain why our responsible approach to 
topographic brain mapping is critical to your success. 
Anyone can make claims. We can demonstrate the system 
and kind of responsibility it takes to become the world leader in 
topographic brain mapping. 


Responsibility 

If you want to acquire topographic brain map- 
ping data that will be clinically accepted by 
your colleagues, you must have a system pro- 
vided by a company with a proven reputation 
for responsibility. We will discuss the clinical 
applications with you which are supported by 
appropriate research and are available to assist 
you with diagnosis and treatment. We will talk 
to you honestly about the ways the BRAIN 
ATLAS? can assist you in monitoring psycho- 
tropic drugs and provide you valuable informa- 
tion in cases such as schizophrenia, dementia, 
depression, organic brain dysfunction and 
alzheimer's disease. At Bio-logic, we always 
remember that you are the Doctor with the 
responsibility for diagnosis of patients. Our 
responsibility is to provide quality systems 
which will assist you in that diagnosis. 


Normative Data 

Before we introduced the first Brain Atlas in 
April 1984, we had a program in place for the 
collection and screening of normative data. We 
will supply you with a quality normative data 


base which is continuously expanding in num- 
ber of cases, types of tests and subgroups. Our 
unique program produces normative data which 
have been collected in multiple sites according 
to stringent protocols and anonymously scruti- 
nized by an independent medical review board 
outside the company. We also provide you with 
the capability to create your own normative 
data base. At Bio-logic, our Normative Data 
Base is an open book. We will share the num- 
ber of cases we have in each category and 
explain our data collection/data evaluation 
process in detail. 


Ease of Use 

The Brain Atlas will deliver the full power and 
flexibility of a computer. Powerful functions are 
reduced to a few keystrokes when you use the 
easy-to-follow menus and help screens to guide 
you to the level of sophistication you require 

in testing. Because the system is IBM PC/AT 
compatible, we can even incorporate commer- 
cially available programs to make your work 
faster and easier. 


Affordable and Expandable 
The Brain Atlas series offers you a complete 
range in price and capability with the BRAIN 





ATLAS EEG MAPPER, BRAIN ATLAS |, BRAIN 
ATLAS Il, BRAIN ATLAS Ill and the BRAIN 
ATLAS Ill PLUS. The BRAIN ATLAS Ill and the 
BRAIN ATLAS Ill PLUS are totally self contain 
systems and need not be interfaced to an EE 
machine. All the systems in the series have 
options available which allow you to tailor thi 
system to fit your specific requirements and 
budget. Each system is designed to be 
upgraded as your needs change or as new 
capabilities are introduced. 


Customer Support, Training 

and User Group 

Bio-logic maintains and provides a complete 
program for unsurpassed customer support 
and training. Whether you are working with tl 
customer support and applications staff mem 
bers or attending our customer training cours 
and seminars, you will be interacting with 
professionals who are dedicated to your satis 
faction. The unique user group which is sup- 
ported by Bio-logic allows you the opportunit 
to exchange information with your colleagues 
worldwide who are dedicated to quality topo- 
graphic brain mapping. 
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few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting drugs, patients receiving Navane should be cautioned about the possible 
additive effects (which may include hypotension) with CNS depressants and with alcohol. 

Precautions: An antiemetic effect was observed in animal studies with Navane; since this effect may also occur 
in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure conditions 
such as intestinal obstruction and brain tumor. 
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intramuscular Administration —As with all intramuscular preparations, Navane Intramuscular shoutd be in- 
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only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the lower and 
mid-thirds of the upper arm. As with all intramuscular injections, aspiration is necessary to help avoid inad- 
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Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event hypotersi 
occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood pre 
sure may result. Nonspecific EKG changes have been observed in some patients receiving Navane (thiothixen 
These changes are usually reversibla and frequently disappear on continued Navane therapy. The incidence 
these changes is lower than that observed with some phenothiazines. The clinical significance of these chanç 
is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of Nave 
therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, but k 
than that of certain aliphatic phenathiazines. Restlessness, agitation and insomnia have been noted w 
Navane. Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane infrequen! 

Hypertetlexia has been reported in infants delivered from mothers having received structurally related dru 

In addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fl 
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Persistent Tardive Dyskinesia: As with alf antipsychotic agents tardive dyskinesia may appear in some | 
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Since early detection of tardive dyskinesia is important, patients should be monitored on an ongoing bat 
it has been reported that fine vermicular movement of the tongue may be an early sign of the syndrome. Hi t 
of any other presentation of the syndrome is observed, the clinician should consider possible discontinuat 
of neuroleptic medication. (See Warnings section.) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase, usually transient, have been 
frequently observed in some patients. No clinically confirmed cases of jaundice attributable to Navane have bi 
reported. 

Hematologic Effects: As is true with certain other psychotropic drugs, leukopenia and leukocytosis, which 
usually transient, can occur occasionally with Navane. Other antipsychotic drugs have been associated v 
agranulocytosis, eosinophilia, hemolytic anemia, thrombocytopenia and pancytopenia. 

Altercic Reactions: Rash, pruritus, urticaria, photosensitivity and rare cases of anaphylaxis have been 
ported with Navane. Undue exposure to suntight should be avoided. Aithough not experienced with Navane, 
foliative dermatitis and contact dermatitis (in nursing personnel) have been reported with cert 
phenothiazines. A 

Endocrine Disorders: Lactation, noderate breast enlargement and amenorrhea have occurred in a smali p 
centage of females receiving Navane. if persistent, this may necessitate a reduction in dosage or the disconi 
uation of therapy. Phenothiazines nave been associated with false positive pregnancy tests, gynecomas 
hypoglycemia, hyperglycemia, and glycosuria. 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, increa 
salivation, and impotence have occurred infequently with Navane therapy. Phenothiazines have been associa 
with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite : 
weight, weakness or fatigue, polydipsia and peripheral edema. . 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine thar: 
and the occurrence of a systemic lupus erythematosus-like syndrome. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothiaz 
derivatives, In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure of 
cough reflex. In others, the cause could not be determined nor could it be established that death was dut 
phenothiazine administration. 

Dosage and Administration: Dosage of Navane should be individually adjusted depending on the chroni 
and severity of the condition. In general, small doses should be used initially and gradually increased to 
optimal effective level, based on patient response. 

Some patients have been successfully maintained on once-a-day Navane therapy. 

Usage in children under 12 years of age is not recommended because safe conditions for its use have not b 
established. 

Navane Intramuscular Solution: Navane For Injection—When more rapid control and treatment of acute 
havior is desirable, the intramusculer form of Navane may be indicated. It is also of benefit where the very nal 
of the patient's symptomatology, whether acute or chronic, renders oral administration impractical or e 
impossible, 

For treatment of acute symptomatology or in patients unable or unwilling to take oral medication, the us 
dose is 4 mg of Navane Intramuscular administered 2 to 4 times daily. Dosage may be increased or decrea 
depending on response. Most patients are controlled on a total daily dosage of 16 to 20 mg. The maximum r 
ommended dosage is 30 mg/day. An oral form should supplant the injectable form as soon as possible. It r 
be necessary to adjust the dosage when changing from the intramuscular to oral dosage forms. Dosage rect 
mendations for Navane (thiothixene) Capsules and Concentrate appear in the following paragraphs. 

Navane Capsules: Navane Concentrate—\n milder conditions, an initial dose of 2 mg three times dail: 
indicated, a subsequent increase to 15 mg/day total daily dose is often effective. 

In more severe conditions, an initial dose of 5 mg twice daily. 

The usual optimal dose is 20 to 30 mg daily. If indicated, an increase to 60 mg/day total daily dose is o 
effective. Exceeding a total daily dose of 60 mg rarely increases the beneficial response. 

Overdosage: Manifestations include muscular twitching, drowsiness, and dizziness. Symptoms of gr 
overdosage may include CNS depression, rigidity, weakness, torticollis, tremor, salivation, dyspha 
hypotension, disturbances of gait, or coma. 

Treatment: Essentially is symptomatic and supportive. For Navane oral, early gastric lavage is helpful. 
Navane oral and Intramuscular, keen patient under careful observation and maintain an open airway, since 
volvement of the extrapyramidal system may produce dysphagia and respiratory difficulty in severe overdos: 
If hypotension occurs, the standard measures for managing circulatory shock should be used (I.V. fluids a 
or vasoconstrictors.) 

If a vasoconstrictor is needed, levarterenol and phenylephrine are the most suitable drugs. Other pres 
agents, including epinephrine, are not recommended, since phenothiazine derivatives may reverse the us 
pressor action of these agents and cause further lowering of the blood pressure. 

It CNS depression is present and specific therapy is indicated, recommended stimulants include amphi 
mine, dextroamphetamine, or caffeine and sodium benzoate. Stimulants that may cause convulsions (e.g. pic 
toxin or pentylenetetrazol) should be avaided. Extrapyramidal symptoms may be treated with antiparkinson crt 

There are no data on the use of peritoneal or hemodialysis, but they are known to be of little value in p 
nothiazine intoxication. 
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Documented 
Efficacy in 
Panic Attacks 





Ativan” vs Xanax"! (alprazolam) in reduction of 
panic episodes during six-week study' 
Mean number of panic attacks (week) 


Xanax 3.0 





Baseline Week 1 Week 2 Week 3 Week 4 Week 5 Week 6 

Xanax (N=35) (N= 35) (N = 32) (N = 30) (N = 30) (N = 28) (N=30 

Ativan (N=365) (N=35) (N= 33) (N = 34) (N= 30) (N= 26) (N= 28) 
age dose Xanax 1.8 1.9 22 2.4 24 2.3 
(mg/day) Ativan 3.6 4.1 4.9 5.4 5.7 5.9 


e ® 
Ativan 
(lorazepam) € 
Helps keep panic attacks under control 


*As defined in Diagnostic and Statistical Manual of Mental Disorders (Third Edition, Revised). 
Used by permission of the American Psychiatric Association. 

* Xanax is a registered trademark of The Upjohn Company. 
See last page for brief summary of prescribing information. 





Ativan (lorazepam) effectively reduc 


A multicenter, double-blind, six-week study compared 
Ativan’ (N = 40) to Xanax (N = 37) in relieving symptoms of 
panic disorder as defined by DSM-III-R diagnostic criteria’ 
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iajor Symptoms of panic attacks 


Efficacy equal to Xanax in reducing the symptoms of panic attacks' 


As compared to Xanax, Ativan* demonstrated equivalent reduction in individual 
symptom severity' 


CARDIORESPIRATORY 


TROUBLE GETTING PALPITATIONS CHEST PAINS 
BREATH OR DISCOMFORT 


Je 
y 
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ild, 
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Xanax ATIVAN Xanax ATIVAN Xanax ATIVAN 


ATIVAN sw Baseline mum Final Xanax Baseline EN Fina 


CNS/AUTONOMIC 


FAINTNESS, RUBBERY LEGS/ TREMBLING/SHAKING HOT AND COLD 
IMBALANCE FLASHES 
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Ativan 


(lorazepam) C 
Helps keep panic attacks under control 


For relief of anxiety 


Prescribe Ativan 


kn 


Because: 


Simple metabolism by 
conjugation, no active 
metabolites 





Clearance is not significantly 
delayed by age, liver, or kidney 
dysfunction 





Little likelihood of drug 
interactions with numerous, 


commonly prescribed medications 
(All benzodiazepines produce additive sedative 
effects when taken with alcohol or other CNS 
depressants. ) 





Ativan 
(lorazepam) Œ 


Specify Ativan'—maintain the 
integrity of your prescription while 
assuring your patients’ therapy 


Indicate one of the following on your prescriptions, 
as appropriate to your state laws: 


E Do not substitute 8 Dispense as written 
8 Brand necessary 8 May not substitute 
8 Medically necessary 8 No substitutions 

m NDPS (no drug product selection) 


References: 1. Data on file. Wyeth Laboratories. 2. American Psychiatric Association 
Diagnostic and Statistical Manual of Mental Disorders, ed 3 (revised) Washington. DC 
American Psychiatric Association, 1987 


€ 1987 Wyeth Laboratories 


Brief Summary of Prescribing Information. 


Indications and Usage: Management of anxiety disorders or short-term relief of 
symptoms of anxiety or anxiety associated with depressive symptoms. Anxiety or 
tension associated with stress of everyday life usually does not require treatment. 
with an anxiolytic 

Effectiveness in long-term use, i.e., more than 4 months, has not been assessed 
by systematic clinical studies. Reassess periodically usefulness of the drug for the 
individual patient 


Contraindications: Krown sensitivity to benzodiazepines or acute narrow-angle 
glaucoma 


Warnings: Not recommended in primary depressive disorders or psychoses 
As with all CNS-acting crugs, warn patients not to operate machinery or motor 
vehicles, and of diminished tolerance for alcohol and other CNS depressants 
Physical and Psychological Dependence: Withdrawal symptoms like those 
noted with barbiturates and alcohol have occurred following abrupt discontinu- 
ance of benzodiazepines (including convulsions, tremor, abdominal and muscle 
cramps, vomiting and sweating). Addiction-prone individuals, e.g. drug addicts 
and alcoholics, should be under careful surveillance when on benzodiazepines 
because of their predisposition to habituation and dependence. Withdrawal 
symptoms have also been reported following abrupt discontinuance of benzo- 
diazepines taken continuously at therapeutic levels for several months 


Precautions: In depression accompanying anxiety, consider possibility for 
suicide 

For elderly or debilitated patients, initial daily dosage should not exceed 2mg to 
avoid oversedation Terminate dosage gradually since abrupt withdrawal of any 
antianxiety agent may result in symptoms like those being treated: anxiety, agita- 
tion, irritability, tension, insomnia and occasional convulsions. Observe usual 
precautions with impaired rena! or hepatic function. Where gastrointestinal or car- 
diovascular disorders coexist with anxiety, note that lorazepam has not been 
shown of significant benefit in treating gastrointestinal or cardiovascular compo- 
nent. Esophageal dilaticn occurred in rats treated with lorazepam for more than 
1 year at 6mg/kg/day. No effect dose was 1.25mg/kg/day (about 6 times maxi- 
mum human therapeutic dose of 10mg/day). Effect was reversible only when treat- 
ment was withdrawn within 2 months of first observation. Clinical significance is 
unknown; but use of lorazepam for prolonged periods and in geriatrics requires 
caution and frequent monitoring for symptoms of upper G.I. disease. Safety and 
effectiveness in children under 12 years have not been established 


ESSENTIAL LABORATORY TESTS: Some patients have developed leukopenia; 
some have had elevations of LDH. As with other benzodiazepines, periodic blood 
counts and liver function tests are recommended during long-term therapy 


CLINICALLY SIGNIFICANT DRUG INTERACTIONS: Benzodiazepines produce 
CNS depressant effects when administered with such medications as barbiturates 
or alcohol 


CARCINOGENESIS AND MUTAGENESIS: No evidence of carcinogenic potential 
emerged in rats during an 18-month study. No studies regarding mutagenesis 
have been performed 


PREGNANCY: Reproductive studies were performed in mice, rats, and 2 strains of 
rabbits. Occasional anomalies (reduction of tarsals, tibia, metatarsals, malrotated 
limbs, gastroschisis, malformed skull and microphthalmia) were seen in drug- 
treated rabbits without relationship to dosage. Although all these anomalies were 
not present in the concurrent control group, they have been reported to occur 
randomly in historical controls. At 40mg/kg and higher, there was evidence of feta! 
resorption and increased fetal loss in rabbits which was not seen at lower doses 
Clinical significance of these findings is not known. However, increased risk of 
congenital malformations associated with use of minor tranquilizers (chlordiaze- 
poxide, diazepam and meprobamate) during first trimester of pregnancy has 
been suggested in several studies. Because use of these drugs is rarely a matter 
of urgency. use of lorazepam during this period should almost always be avoided 
Possibility that a woman of chilc-bearing potential may be pregnant at institution of 
therapy should be considered. Advise patients if they become pregnant to com- 
municate with their physician about desirability of discontinuing the drug. In 
humans, blood levels from umbilical cord blood indicate placental transfer of 
lorazepam and its glucuronide 


NURSING MOTHERS: It is not known if oral lorazepam is excreted in human milk 
like other benzodiazepines. As a general rule, nursing should not be undertaken 
while on a drug since many drugs are excreted in milk 


Adverse Reactions, if they occur. are usually observed at beginning of therapy 
and generally disappear on continued medication or on decreasing dose. In a 
sample of about 3,500 anxious patients, most frequent adverse reaction is seda- 
tion (15 996), followed by dizziness (6.9%), weakness (4.2%) and unsteadiness 
(3.496). Less frequent are disorientation, depression, nausea, change in appetite 
headache, sleep disturbance, agitation, dermatological symptoms, eye function 
disturbance, various gastrointestinal symptoms and autonomic manifestations 
Incidence of sedation and unsteadiness increased with age. Small decreases in 
blood pressure have been noted but are not clinically significant, probably being 
related to relief of anxiety. 

Transient amnesia or memory impairment has been reported in association with 
the use of benzodiazepines 


Overdosage: In management of overdosage with any drug, bear in mind multiple 
agents may have been taken. Manifestations of overdosage include somnolence, 
confusion and coma. Induce vomiting and/or undertake gastric lavage followed by 
general supportive care. monitcring vital signs and close observation. Hypoten- 
Sion, though unlikely, usually may be controlled with Levarterenol Bitartrate 
Injection U.S.P. Usefulness of dialysis has not been determined 


DOSAGE: Individualize for maximum beneficial effects. Increase 
dose gradually when needed, giving higher evening dose 
before increasing daytime doses. Anxiety, usually 2-3mg/ 
Mtt day given b.i.d. or t.i.d.; dosage may vary from 1 to 10mg/ 
day in divided doses. For elderly or debilitated, initially 
1-2mg/day; insomnia due to anxiety or transient situational 
stress, 2-4mg h.s. 


IET HOW SUPPLIED: 0.5, 1.0 and 2.0mg tablets. 
® 


Wyeth La 


| ( Philadelphia, PA 19101 


The appearances of Ativan tablets are 
registered trademarks of Wyeth Laboratories 


This Person Makes 


the Nicolet BEAM System 
Exceptional! 










BEAM map showing the sym- 
metric distribution of resting 
alpha (8.0—11.5 Hz) activity ina 
group of 40 to 49 year-old normal 
subjects. Red shading indicates max- 
imum activity over the posterior 
regions of the head. 


Why? Because he 
meets the rigorous 
criteria for inclusion 
in one of the BEAM age- 
appropriate data base 
groups. These bench- 
mark groups contain only 
certifiably healthy indivi- 
duals. Every man, woman 
and child was carefully screened and examined under 
standardized protocols and environmental condi- 
tions. No other topographic mapping system has a 
data base as comprehensive, exact and healthy as the” 
Nicolet BEAM System. 












analyses, including Signif 
Probability Mapping (SPM), a: 

accomplished virtually 

instantaneously. 


In addition, the Nicolet BEAN 
system is cost-effective. A vat 
financial arrangements, including 
leasing, are available. 


id out how the Nicolet BEAM System is revolutioi 
the fields of neurology and psychiatry mor 
Dduct information or to schedule a demonstratio: 

TOLL FREE 1-800-356-0007 in the conti 
A. In Wisconsin call collect. 

What's more, the speed and ease of use of the BEAM 


system make this data base truly clinically useful. All Instrument Corporation 











Nicolet Biomedical Instruments 


e 
c= Nicolet 
5225-4 Verona Road, Madison, WI, USA 53711, 608/271-3333, TWX 910-286-2711. Sales and Service Offices 4 b 


Worldwide, Subsidiary Offices: France, Germany, Japan, Mexico, The Netherlands and United Kingdom. Electrophy S1010g" 
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Calendar 





For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


OCTOBER 


October 4—7, annual meeting, Southern Regional Confer- 
ence on Mental Health Statistics, New Orleans. Contact Mr. 
John E. Bianconi, Chairperson, West Virginia Dept. of 
Health, Office of Behavioral Health Services, 1800 Washing- 
ton St., East, Bldg. 3, Rm. 451, Charleston, WV 25305; 304- 
348-0627. 


October 6—11, annual meeting, American School Health 
Association, Indianapolis. Contact Dana A. Davis, Execu- 
tive Director, PO. Box 708, Kent, OH 44240; 216-678- 
1601. 


October 7-10, annual meeting, American Academy for 
Cerebral Palsy and Developmental Medicine, Boston. Con- 
tact John À. Hinckley, Executive Director, P.O. Box 11083, 
Richmond, VA 23230; 804-355-0147. 


October 7-10, annual meeting, American Academy of Clini- 
cal Psychiatrists, Toronto. Contact Robert Budetti, Executive 
Secretary, P.O. Box 3212, San Diego, CA 92103; 619-460- 
2675. 


October 8—11, annual meeting, American Medical Care and 
Review Association, Monterey, Calif. Contact Ronald A. 
Hurst, Executive Vice-President, $410 Grosvenor Ln., Suite 
210, Bethesda, MD 20814; 301-493-9552. 


October 9—12, Vth Scientific Conference of the International 
Federation of Psychoanalytic Societies, New York. Con- 
tact Ann R. Turkel, M.D., Secretary-General of the IFPS, 
350 Central Park West, New York, NY 10025; 212-831- 
3400. 


October 11—16, annual meeting, American College of Sur- 
geons, San Francisco. Contact C. Rollins Hanlon, M.D., 
EA.C.S., Executive Director, 55 East Erie St., Chicago, IL 
60610; 312-664-4050. 


October 15-17, annual meeting, Canadian Association for 
Community Living, Washington, D.C. Contact Jacques Pele- 
tier, Executive Vice-President, Kinsmen Bldg., York Universi- 
ty Campus, 4700 Keele St., Downsview, Ontario M3] 1P3, 
Canada; 416-661-9600. 


October 15—17, annual conference, Canadian Group Psy- 
chotherapy Association, Banff, Alberta, Canada. Contact Dr. 
Edgardo Perez, Dept. of Psychiatry, Ottawa Civic Hospital, 
1053 Carling Ave., Ottawa, Ontario K1Y 4E9, Canada. 


October 15—17, annual meeting, National Association for 
Retarded Citizens, Washington, D.C. Contact Alan Abeson, 
Ed.D., Executive Director, 2501 Avenue “J,” Arlington, TX 
76006; 817-640-0204. 


October 15—18, annual meeting, American Academy of 
Psychiatry and the Law, Ottawa. Contact Ms. Kathy Smith, 
AAPL, 1211 Cathedral St., Baltimore, MD 21201; 301-539- 
0379. 


October 17-19, annual meeting, Association of Mental 
Health Librarians, Boston. Contact Zing Jung, M.L.S., 
American Psychiatric Association Library, 1400 K St., N.W., 
Washington, DC 20005; 202-682-6057. 


October 18—21, annual meeting, American Neurological 
Association, San Francisco. Contact Jan W. Kolehmainen, 
Executive Director, 2420 Pershing Rd., Kansas City, MO 
64108; 816-474-5720. 


October 18—22, annual meeting, American Public Health 
Association, New Orleans. Contact William-H. McBeath, 
M.D., M.P.H., Executive Director, 1015 15th St, N.W., 
Washington, DC 20005; 202-789-5600. 


October 18—22, annual meeting, World Medical Associa- 
tion, Inc., Madrid. Contact Angel Orozco, Executive Direc- 
tor, 28, Avenue des Alpes, 01210 Ferney-Voltaire, France; 
33-50-40-75-75. 


October 19—23, annual meeting, American Society for Ther- 
apeutic Radiology and Oncology, Boston. Contact John 
Ciccone, ASTRO, 1891 Preston White Dr., Reston, VA 
22091; 703-648-8910. 


October 19—25, annual meeting, World Federation for Men- 
tal Health, Cairo. Contact Eugene B. Brody, M.D., Secretary 
General, 1021 Prince St.. Alexandria, VÀ 22314-2932; 703- 
684-7722. 


October 20—22, Third International Conference on Rural 
Rehabilitation Technologies, Grand Forks, N.D. Contact 
Deb Gasal, ICCRT Headquarters, Office of Clinical Develop- 
ment, Box 8202, University Station, Grand Forks, ND 
58202; 701-780-2495. 


October 21—22, annual meeting, Institute of Medicine, Na- 
tional Academy of Sciences, Washington, D.C. Contact 


(Continued on page A37) 


An antidepressan 


to be taken NS Y 


at face value 3 A 
PAMELOR 
(nortriptyline HCl) 


The active metabolite 
of amitriptyline 


All the efficacy of 
amitriptyline and 
a favorable 

side effect profile 


Because of anticholinergic activity, PAMELOR (nortriptyline H 
should be used with caution in patients who have glaucon 
or a history of urinary retention 














Contraindications: 1) Concurrent nonoamine oxidase Use in Children commended for in children, since safely jas of extremities: in X 
(MAO) inhibitor, since hyperpyretic cri e convulsions, and and effectiveness in the pediatric age have not beer neuropathy; extrapyramida 
fatalities have occurred when similar tric antidepressants were established pat hi f 




















used in such combinations; MAO inhibitor. jid be discontinued Precautions: Us hizophrenic patients may result in an exacer aled sublingual ader b j 
for at least two weeks before treatment with Pamelor” (nortriptyline bation of the psyc or may aclivate latent schizophrenic symp lion, mydriasis. constipation, paralytic ile 
HCI) is started. 2) Hypersensitivity to Pamelor (nortriptyline HCI) toms; in overactive or agitated patients. increased anxiety and delayed micturition. dilation of the urinary tra 
cross-sensitivity with other dibenzazepines is a possibility. 3) The agitation may occur; in manic-depressive patients, symptoms of the pelechiae, urticaria, itching, photosensitizati¢ 
acule recovery period after myocardial infarction manic phase may emerge. Administration of reserpine during therapy posure to sunlight); edema (general or of fa 
Warnings: Give only under close supervision to patients with car- with a tricyclic antidepressant has been shown to produce a “stimi cross-sensilivily with other tricyclic drug 
diovascular disease, because of the tendency of the drug to produce lating” effect in some depressed patients blesome patient hos marrow depression, including agranulocy! 
sinus tachycardia and to prolong conduction time; myocardial infarc- tility may be aroused. Epileptitorm es may accompany pura. thrombocytopenia. Gastrointest 

tion, arrhythmia, and strokes have occurred. The antihypertensive administration. Close supervision and careful adjustment of dosage 


a. epigastric distress, diarrhea, pe 
ramps, black-tonc Ef 
{enlargement ar 








on of guanethidine and similar agents may be blocked. Because o are required when used with other antic 





act 
its anticholinergic activity, nortriptyline should be used with great pathomimetic 


lolinergic drugs and sy 
tugs. Concurrent administration of cimetidine can 











caution in patients who have glaucoma or a history of urinary reten- produce clinically significant increases in the plasma concentrations ] libido. impotence. testicular swe 
tion. Patients with a history of seizures should be followed closely, of the tricyclic antidepressant. Patients should be informed that the sion of blood sugar levels: syndrome 
since nortriptyline is known to lower the convulsive threshold. Great response to alcohol may be exaggerated. When essential, may be ad diurelic hormone) secretion Othe 





care is required in hyperthyroid patients or those receiving thyroid ministered with electroconvulsive therapy, although the hazards may obstructive), altered liver function: weight ga 
medication, since cardiac arrhythmias may € p. Nortriptyline be increased. Discontinue the drug for several days, if possible, prior flushing; urinary frequency, nocturia: dr 
may impair the mental and/or physical abilities required for the per- to elective surgery The possibility of a suicidal attempt by a de ) fatigue; headache. parotid swe 
formance of hazardous tasks, such as operating rnachinery or driving pressed patient r er the initiation of treatment: in this regard ms—Though the 
a car; therefore, the patient should be warned accordingly. Excess portant that the | possible quantity of drug be dispensed at cessation of treatment afte 
consumption of alcoho! may have a potentiating effect, which may any given time. Both elevation and lowering of blood sugar levels headache, and mala 
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lead to the danger of increased suicidal attempts or overdosage, es- have been reported Overdosage: Toxic overdosage may 
pecially in patients with histories of emotional disturbances or Adverse Reactions: Cardiovascular Hypotension, hyperten ness, agilation, vomiting, hyperpyre 
suicidal ideation sion, tachycardia. p l myocardial infarction, arrhythmia retlaxes, tachycardia. ECG evidence € 















Use in Pregnancy — Sate use during pregnancy and lactation has not heart block, stroke. Psychiatric —Contusional states (especially in congestive hear! failure, stupor, coma, and CN 
been established; therefore, in pregnant patients, nursing mothers, or the elderly) with hallucinations, disorientation, delusions, anxiety. vulsions followed by respiratory depres 
women of childbearing potential, the potential benefits must be restlessness, agitation; insomnia, panic, nightmares: hypomania, ex with drugs of this class. No specific antide 
weighed against the possible hazards acerbalion of psychosis. Neurologic — Numbness. tingling, pares portive measures are indicated, with gastr 
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AMI Del Amo Hospital 
Announces the 


1988 


PSYCHIATRIC 
RESIDENT’S AWARD 
COMPETITION 


39th Institute on H&CP 


American Psychiatric Association 


Boston, Massachusetts 
Sheraton Boston 





If you are a resident or fellow 





October 25-29, 1987 


Please include me on the Institute's mailing list: 
Retum to Susan Lash, Dept. H4, APA. 1400 K Street. N.W.. 


Washington. D.C. 20005 
Name 

Address. 

City 

State 


PSYCHOPHARMACOLOGY IN PRACTICE: 


SS 


Clinical and Research Update 1987 
October 9 and 10, 1987 


Sponsored by 
The Foundation for Advanced Education 
in the Sciences, Inc. (FAES) 
at the National Institutes of Health 
and the National Institute of Mental Health 


Rex W. Cowdry, M.D. 
Elliot S. Gershon, M.D. 


Frederick K. Goodwin, M.D. 


David C. Jimerson, M.D. 
Markus Kruesim, M.D. 


Markku Linnoila, M.D., Ph.D. 


Steven M. Paul, M.D. 


Faculty 


David Pickar, M.D. 

Robert M. Post, M.D. 

William Z. Potter, M.D., Ph.D. 
David R. Rubinow, M.D. 
Trey Sunderland, M.D. 
Thomas W. Uhde, M.D. 





Format 


Lectures and panel discussions on the diagnosis and treatment of 
affective, anxiety, borderline, schizophrenic, premenstrual syndrome 
and childhood behavioral disorders; additional selected topics include 
alcoholism, eating disorders, Alzheimer's disease and molecular 
genetics in psychiatry. 


Location CME Credit 


Hyatt Regency Hotel 16.5 hours (AMA Category 1) 


Bethesda, Maryland 
For Further 


Fee Information Contact: 
$350, including Syllabus Psychopharmacology 
Book and buffet luncheons, c/o FAES 
payable to FAES Building 10, Room B1-L-101 
(Fee reduced for residents National Institutes of Health 
and fellows) Bethesda, MD 20892 

(301) 496-7975 








in good standing in an accredited 
postgraduate program in 
psychiatry or child psychiatry, 
we encourage you to enter this 
annual writing competition. 


The winning author will receive 
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Tablets: 10, 25, 50 and 100 mg Concentrate: 25 mg/ml 





Contraindications: As with other phenothiazines, Serentil* (mesoridazine), is con- 
traindicated in severe central nervous system depression or comatose states from any 
cause. Serentil is contraindicated in individuals who have previously shown hypersen- 
sitivity to the drug. 
Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially 
irreversible, involuntary, dyskinetic movements may develop in patients treated with 
neuroleptic (antipsychotic) drugs. Although the prevalence of the syndrome appears to 
be highest among the elderly, especially elderly women, it is impossible to rely upon 
prevalence estimates to predict, at the inception of neuroleptic treatment, which patients 
are likely to develop the syndrome. Whether neuroleptic drug products differ in their 
tential to cause tardive dyskinesia is unknown. 
oth the risk of developing the syndrome and the likelihood that it will become irreversible 
are believed to increase as the duration of treatment and the total cumulative dose of 
neuroleptic drugs administered to the patient increase. However, the syndrome can 
Covelop, although much less commonly, after relatively brief treatment periods at low 
oses. 
There is no known treatment for established cases of tardive dyskinesia, although the 
syndrome may remit, partially or completely, if neuroleptic treatment is withdrawn. 
leuroleptic treatment, itself, however, may suppress (or partially suppress) the signs and 
symptoms of the syndrome and thereby may possibly mask the underlying disease 
process. The effect that symptomatic suppression has upon the long-term course of the 
syndrome is unknown. 
Given these considerations, neuroleptics should be prescribed in a manner that is most 
likely to minimize the occurrence of tardive dyskinesia. Chronic neuroleptic treatment 
should generally be reserved for patients who suffer from a chronic illness 1) that is known 
to respond to neuroleptic drugs, and 2) for which alternative, equally effective but 
potentially less harmful treatments are not available or appropriate. In patients who do 
require chronic treatment, the smallest dose and the shortest duration of treatment 
producing a satisfactory clinical response should be sought. The need for continued 
treatment should be reassessed periodically. 
If signs and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug 
discontinuation should be considered. However, some patients may require treatment 
despite the presence of the syndrome. 
(For further information about the description of tardive dyskinesia and its clinical 
detection, please refer to the sections on Information for Patients and Adverse Reactions). 
Where patients are participating in activities requiring complete mental alertness (e g. 
driving? it is advisable to administer the phenothiazines cautiously and to increase the 
dosage gradually. 
Usage in Pregnancy: The safety of this drug in pregnancy has not been established; 
hence, it should be given only when the anticipated benefits to be derived from treatment 
exceed the possible risks to mother and fetus. 
Usage in Children: The use of Serentil (mesoridazine) in children under 12 years of age is 
not recommended, because safe conditions for its use have not been established. 
Attention should be paid to the fact that phenothiazines are capable of potentiating 
central nervous system depressants (e.g., anesthetics, opiates, alcohol, etc.) as well as 
atropine and phosphorus insecticides. 
Precautions: While ocular changes have not to date been related to Serentil® 
(mesoridazine); one should be aware that such changes have been seen with other drugs 
of this class. 
Because of possible hypotensive effects, reserve parenteral administration for bedfast 
panen or for acute ambulatory cases, and keep patient lying down for at least one-half 
our after injection. 
Leukopenia and/or agranulocytosis have been attributed to phenothiazine therapy. A 
single case of transient granulocytopenia has been associated with Serentil. Since 
convulsive seizures have been reported, patients receiving anticonvulsant medication 
should be maintained on that regimen while receiving Serentil. 
Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic 
administration. Tissue culture experiments indicate that approximately one-third of human 
breast cancers are prolactin dependent in vitro, a factor of potential importance if the 
prescription of these drugs is contemplated in a parent with a previously detected breast 
cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and 
impotence have been reported, the clinical significance of elevated serum prolactin levels 
is unknown for most patients. An increase in mammary neoplasms has been found in 
rodents after chronic administration of neuroleptic drugs. Neither clinical studies nor 
epidemiologic studies conducted to date, however, have shown an association between 
chronic administration of these drugs and mammary tumorigenesis; the available 
evidence is considered too limited to be conclusive at this time. 
Information for Patients: Given the likelihood that some patients exposed chronically 
to neuroleptics will develop tardive dyskinesia, it is advised that all patients in whom 
chronic use is contemplated be given, if possible, full information about this risk. 
Adverse Reactions: Drowsiness and hypotension were the most prevalent side effects 
encountered. Side effects tended to reach their maximum level of severity early with the 
exception of a few (rigidity and motoric effects) which occurred later in therapy. 
With the exceptions of tremor and rigidity, adverse reactions were generaily found among 
those patients who received relatively high doses early in treatment. Clinical data showed 
no tendency for the investigators to terminate treatment because of side effects. 
Serentil* (mesoridazine) has demonstrated a remarkably low incidence of adverse 


reactions when compared with o:her phenothiazine compounds. 

Central Nervous System: Drowsiness, Parkinson's syndrome, dizziness, weakness, tremor, 
restlessness, ataxia, dystonia, rigidity, slurring, akathisia, motoric reactions (opisthotonos) 
have been reported. 
Autonomic Nervous System: Dy mouth, nausea and vomiting, fainting, stuffy nose, 
photophobia, constipation and blurred vision have occurred in some instances. 
Genitourinary System: inhibition of ejaculation, impotence, enuresis, incontinence have 
been reported. 

Skin: Itching, rash, hypertrophic papillae of the tongue and angioneurotic edema have 
been reported. 

Cardiovascular System: Hypotension and tachycardia have been reported. EKG changes 
have occurred in some instances (see Prenothiazine Derivatives: Cardiovascular Effects). 
Phenothiazine Derivatives: (t srould be noted that efficacy, indications and untoward 
effects have varied with the different phenothiazines. The phys:cian should be aware that 
the following have occurred with one or more phenothiazines and should be considered 
whenever one of these drugs is used: 

Autonomic Reactions: Miosis, otstipation, anorexia, paralytic ileus. 

Cutaneous Reactions: Erythema, exfoliative dermatitis, contact dermatitis. 

Blood Dyscrasias: Agranulocytosis, leukopenia, eosinophilia, thrombocytopenia, anemia, 
aplastic anemia, pancytopenia. 

Allergic Reactions: Fever, laryngeal edema, angioneurotic edema, asthma. 
Hepatotoxicity: Jaundice, biliary stasis. 

Cardiovascular Effects: Changes in the terminal portion of the electrocardiogram, 
including prolongation of the Q-T intervai, lowering and inversicn of 

the T wave and appearance of a wave tentatively identified as a bifid T or 

a U wave have been observed ir some patients receiving the phenothiazine tranquilizers, 
including Serentil* (mesoridazine). To date, these appear to be due to altered 
repolarization and not related to myocardial damage. They appear to be reversible. While 
there is no evidence at present that thesa changes are in any way precursors of any 
significant disturbance of cardias rhythm, it should be noted that sudden and 
unexpec:ed deaths apparently due to cardiac arrest have occurred in patients previously 
showing characteristic electroca:diographic changes while tak'ng the drug. The use of 
periodic electrocardiograms has been proposed but would appear to be of questionable 
value, as a predictive device. Hypotension, rarely resulting in cardiac arrest, has been 
noted. 

Extrapyramidal Symptoms: Akathisia, agitation, motor restlessness, dystonic reactions, 
trismus, torticollis, opisthotonos, oculogyric crises, tremor, muscular rigidity, akinesia. 
Tardive Dyskinesia: Chronic use of neurcleptics may be associated with the develop- 
ment of tardive dyskinesia. The salient features of this syndrome are described in 

the Warnings section and below. 

The syndrome is characterized by involuntary choreoathetoid movements which variously 
involve the tongue, face, mouth, lips, or jaw (e.g. protrusion of the tongue, puffing of 
cheeks, puckering of the mouth, chewing movements), trunk and extremities. The severity 
of the syndrome and the degree of impairment produced vary widely. 

The syndrome may become clin cally recognizable either during treatment, upon dosage 
reduction, or upon withdrawal of treatment. Movements may decrease in intensity and 
may disappear altogether if further treatment with neuroleptics is withheld. It is generally 
believed that reversibility is more likely aiter short rather than long-term neuroleptic 
exposure. Consequently, early detection of tardive dyskinesia is important. To increase 
the likelihood of detecting the syndrome at the earliest possible time, the dosage of 
neuroleptic drug should be reduzed penodically (if clinically possible) and the patient 
observed for signs of the disorder. This maneuver is critical, for neuroleptic drugs may 
mask the signs of the syndrome. 

Endocrine Disturbances: Menstrual irregularities, altered libido. gynecomastia, lactation, 
weight gain, edema. False positive pregnancy tests have beer reported. 

Urinary Disturbances: Retention, incontinence. 

Others: Hyperpyrexia. Behavioral effects suggestive of a paracoxical reaction have been 
reported. These include excitemant, bizarre dreams, aggravation of psychoses and toxic 
contusional states. More recently, a peculiar skin-eye syndrome has been recognized as 
a side effect following long-term treatment with phenothiazines This reaction is marked 

gressive pigmentation of areas of the skin or conjunctive and/or accompanied by 

discoloration of the exposed sclera and cornea. Opacities of the anterior lens and cornea 
described as irregular or stellate in shape have also been reported. Systemic lupus 
erythematosus-like syndrome. 

How Supplied: 

Serentil® Tablets, for oral administration: 10 mg, 25 mg, 50 mg and 100 mg mesoridazine 
as the besylate). Bottles of 100. 

erentil® Ampuls, for intramuscular adm.nistration: 1 ml (25 mg mesoridazine (as the 
besylate)). Boxes of 20 and 100. 

Serentil® Concentrate, for oral administration: Contains 25 mg mesoridazine (as the 
besylate) per ml, alcohol, USP, 0.61% by volume. 

Immediate containers: Amber glass bottles of 4 fl oz (118 ml) packaged in cartons of 12 
bottles, with an accompanying cropper graduated to deliver 10 mg, 25 mg and 50 mg of 
mesoridazine (as the besylate). 





Consult package insert before prescribing. 
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A UNIQUE STRUCTURE TO 
SUPPORT YOUR PSYCHOTHERAPY. 


The incorporation ofa triazolo ring to 
the basic benzodiazepine structure 
clearly differentiates Xanax from 
other benzodiazepines. 

Xanax effectively relieves anxiety 
associated with depression, comple- 

menting your 
ES psychotherapy € 
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THERAPEUTIC ALLIANCE 
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XANAX’ Tablets 
(alprazolam) G 


CONTRAINDICATIONS 

Patients with sensitivity to this drug or 
other benzodiazepines and in acute 
narrow angle glaucoma. 


WARNINGS 

Not of value in psychotic patients. 
Caution patients against hazardous 
occupations requiring complete mental 
alertness and about the simultaneous 
ingestion of alcohol and other CNS 
depressant drugs. 

Benzodiazepines can cause fetal 
harm in pregnant women. Warn patients 
of the potential hazard to the fetus. 
Avoid during the first trimester. 


PRECAUTIONS 

General: The dosage of XANAX Tablets 
should be reduced or withdrawn grad- 
ually, since withdrawal seizures have 
been reported upon abrupt withdrawal. 
If XANAX is combined with other psy- 
chotropics or anticonvulsant drugs, 
consider drug potentiation (see Drug 
Interaction section). Exercise the usual 
precautions regarding size of the pre- 
scription for depressed or suicidal pa- 
tients. In elderly and debilitated patients, 
use the lowest possible dosage (see 
Dosage and Administration). Observe 
the usual precautions in treating patients 
with impaired renal or hepatic function. 


Information for Patients: Alert patients 
about: (a) consumption of alcohol and 
drugs, (b) possible fetal abnormalities, 
(c) operating machinery or driving, 

(d) not increasing dose of the drug due 
to risk of dependence, (e) not stopping 
the drug abruptly. Laboratory Tests: Not 
ordinarily required in otherwise healthy 
patients. Drug Interactions: Additive CNS 
depressant effects with other psycho- 
tropics, anticonvulsants, antihistamines, 
ethanol and other CNS depressants. 
Pharmacokinetic interactions with ben- 








zodiazepines have been reported. Drug/ 
Laboratory Test Interactions: No con- 
Sistent pattern for a specific drug or 
specific test. Carcinogenesis, Muta- 
genesis, Impairment of Fertility: No car- 
cinogenic potential or impairment of 
fertility in rats. Pregnancy: See Warnings. 
Nonteratogenic Effects: The child born 
of a mother on benzodiazepines may 
be at some risk for withdrawal symp- 
toms and neonatal flaccidity. Labor and 
Delivery: No established use. Nursing 
Mothers: Benzodiazepines are excreted 
in human milk. Women on XANAX should 
not nurse. Pediatric Use: Safety and ef- 
fectiveness in children below the age of 
18 have not been established. 


ADVERSE REACTIONS 
Side effects are generally observed at 
the beginning of therapy and usually 
disappear with continued medication. In 
the usual patient, the most frequent side 
effects are likely to be an extension of 
the pharmacologic activity of XANAX, 
eg, drowsiness or lightheadedness. 
Central nervous system. Drowsiness, 
lightheadedness, depression, head- 


ache, confusion, insomnia, nervousness, 


syncope, dizziness, akathisia, and 
tiredness/sleepiness. 

Gastrointestinal: Dry mouth, consti- 
pation, diarrhea, nausea/vomiting, and 
increased salivation. 

Cardiovascular: Tachycardia/ 
palpitations, and hypotension. 

Sensory: Blurred vision. 

Musculoskeletal: Rigidity and tremor. 

Cutaneous: Dermatitis/allergy. 

Other side effects: Nasal congestion, 
weight gain, and weight loss. 

In addition, the following adverse events 
have been reported with the use of 
benzodiazepines: dystonia, irritability, 
concentration difficulties, anorexia, 
transient amnesia or memory impair- 
ment, loss of coordination, fatigue, se- 
dation, slurred speech, jaundice, muscu- 
loskeletal weakness, pruritus, diplopia, 


Xa nax 


alprazolam © 









dysarthria, changes in libido, menstrual 
irregularities, incontinence and urinary 
retention. 

Paradoxical reactions such as stim- 
ulation, agitation, increased muscle 
spasticity, sleep disturbances, and hal- 
lucinations may occur. Should these 
occur, discontinue the drug. 

During prolonged treatment, periodic 
blood counts, urinalysis, and blood 
chemistry analysis are advisable. Minor 
EEG changes of unknown significance 
have been observed. 


DRUG ABUSE AND DEPENDENCE 
Physical and Psychological Dependence: 
Withdrawal symptoms have occurred 
following abrupt discontinuance of 
benzodiazepines. Withdrawal seizures 
have occurred upon rapid decrease or 
abrupt discontinuation of therapy. In all 
patients, dosage should be gradually 
tapered under close supervision. Pa- 
tients with a history of seizures or epi- 
lepsy should not be abruptly withdrawn 
from XANAX. Addiction-prone individ- 
uals should be under careful surveil- 
lance. Controlled Substance Class: 
XANAX is a controlled substance and 
has been assigned to schedule IV. 


CAUTION: FEDERAL LAW PROHIBITS 
DISPENSING WITHOUT PRESCRIPTION. 
B-4-S 
J-6338 
January 1987 


THE UPJOHN COMPANY 
Kalamazoo, Michigan 49001 USA 
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'ntegrating Psychodynamic Pharmacologic Treatment Tech- 
niques — Morton E Reiser, Lynn W. Reiser * Tbe Family’s Perspec- 
tive in Treating the Chronically Mentally Ill—Donald J. 
Richardson * Working with the Homeless Mentally Ili—John A. 
Talbott « Non-Coital Human Reproduction—George J. Annas 
* Confronting AIDS—John A. Bonnage, Stuart E. Nichols, Jr., 
Francisco Fernandez * Evolving Standards for JCAH Accredita- 
tion—Boris M. Astrachan, Paul M. Schyve * Child Abuse—Carol 
Z. Nadelson, Lawrence Hartmann, Eli H. Newberger, Carolyn M. 
Newberger, Elissa Benedek * New Frontiers in Psychiatric 
Vesearcb— Herbert Pardes * Diagnosis and Treatment of Border- 
'ine Patients—John G. Gunderson * Prevention of Homicide 








SYMPOSIA 


— Carl C. Bell * Trends in Adolescent Treatment —Llee Combrinck- 
Graham, Harold A. Goolishian * Involuntary Commitment, the 
Insanity Defense and Diminished Capacity—Stephen J 
Morse * Imaging—Nancy C. Andreasen * Psychopharmacol- 
ogy Update— Theodore Van Putten * Treating Chronic Patients 
in the Private Sector—Shervert H. Frazier * Treating the 
Chronic Patient in an HMO—Judith Feldman * DSM-III or 
DSM-III-R— Paul J. Fink * Cocaine, Other Drugs, and Alcobol — 
Mark S. Gold * State of the Art Emergency Psychiatry— 1987 — 
Andrew E. Slaby * Mock Court—Elissa Benedek * Oppor- 
tunities and Challenges for Psychiatrists and Psychiatry 
—George H. Pollock, President, American Psychiatric Association 
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UDS * Substance Abuse * Families and the Mentally Ill * 
be Homeless * Child Abuse * Violence * Liaison Psycbi- 
try * Nurse Recruitment * Dual Diagnosis * Geriatrics + 
'ost-Traumatic Stress Disorder * Right to Refuse Treatment * 


Scbizopbrenia * Quality Assurance * Problem Kids * Tbe VA 
* Depression * Tbe Nurse-Physician Team * Chronic Patient 
* Eating Disorders * Burnout * Case Management * Forensic 
Psychiatry * CMHCs * Tbe Medical Record * Adolescents 
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SYMMETREL? is available exclusively from Du Pon 


rom the clutches of EPS 


Effective control of extrapyramidal symptoms (EPS) 


SYMMETREL® (amantadine HCl) has been proven clearly effective in controlling a broad 
range of extrapyramidal movement disorders. In a recent study, both SYMMETREL® and 
benztropine “were equally 
effective in treating drug- 3 
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Presidential Address: 
Psychiatry in Medicine: Medicine in Psychiatry 


Robert O. Pasnau, M.D. 


he integration of psychiatry and medicine has 

been a goal of American psychiatry from the very 
beginning. The earliest attempt to coordinate psychi- 
atric and medical care and teaching in America was 
undertaken by Benjamin Rush, who is known as the 
most famous American physician of the eighteenth 
century. During the 30 years that he served as physi- 
cian to the Pennsylvania Hospital in Philadelphia and 
Professor of Medicine at the University of Pennsylva- 
nia, he stressed in his lectures the unity of body and 
mind, emphasizing the importance of the knowledge of 
mental functions on the teaching and practice of 
medicine. His textbook of psychiatry, published in 
1812 (1), was the first American medical textbook. It 
influenced generations of American physicians. 


THE ROLE OF PSYCHIATRY IN MEDICINE 


I have spent most of my professional life involved in 
the interface of psychiatry and medicine. This presi- 
dential theme has great personal meaning and signifi- 
cance for me. During the past 25 years I have wit- 
nessed the role of psychiatry in medicine expanding in 
clinical, educational, and research areas, and in each of 
the years, new clinical challenges have arisen. I have 
watched the development of consultation-liaison psy- 
chiatry during the 1960s and 19705, the contributions 
that have been made in the treatment of patients with 
cancer, heart disease, renal failure, brain injury and 
dysfunction, and, most recently, organ transplanta- 





Presented at the 140th annual meeting of the American Psychiatric 
Association, Chicago, May 9-14, 1987. Dr. Pasnau, 115th President 
of the American Psychiatric Association, is Professor of Psychiatry, 
UCLA School of Medicine, and Director of Adult Psychiatry, UCLA 
Neuropsychiatric Institute. Address reprint requests to Dr. Pasnau, 
Department of Psychiatry, UCLA Neuropsychiatric Institute, 760 
Westwood Plaza, Los Angeles, CA 90024. 

Copyright € 1987 American Psychiatric Association. 


Am J] Psychiatry 144:8, August 1987 


tion, Alzheimer's disease, and acquired immunodefi- 
ciency syndrome (AIDS). I have seen child psychiatrists 
being called upon to work more closely with children 
and their families in pediatric wards, newborn inten- 
sive care settings, burn units, cancer services, and 
organ transplantation units. I have witnessed older 
people with terminal illnesses living longer and requir- 
ing continued psychiatric care as their lives are ex- 
tended by improved medical treatments. I have also 
worked closely at the interface of medical education 
with the primary care physicians who provide over 
one-half of all mental health services to patients. And 
there is growing awareness on the part of our medical 
colleagues of the need for up-to-date and relevant 
psychiatric education as part of their continuing med- 
ical education. 

During the past 25 years, I have watched the role of 
psychiatry in organized medicine continue to expand. 
Psychiatrists are becoming more involved with their 
national and state medical associations, specialty 
boards, and other specialty societies. As hospital staff 
organizations have assumed a more important and 
significant role in the development of standards, psy- 
chiatrists have played increasingly important and valu- 
able roles in their hospital staff organizations. With 
increased awareness of physician impairment, the par- 
ticipation of psychiatrists on impaired physician com- 
mittees is imperative. So too is the role of psychiatric 
consultants in general hospitals. As Lipowski has 
recently written (2), the most far-reaching develop- 
ment in the interface of psychiatry and medicine in this 
century has been the formation of general hospital 
psychiatric units. These have helped to reduce the 
isolation of psychiatry and the mentally ill from the 
general health care system, stimulated research at the 
interface, and enhanced the quality of patient care. 
“Both psychiatry and medicine have been enriched as a 
result” (2). I have seen that as psychiatrists have 
become more active with their colleagues in the rest of 
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medicine through these activities, they have indeed 
become the “goodwill ambassadors” for psychiatry in 
medicine. 

I have also seen the role of medicine in psychiatry 
undergo equally impressive expansion over the past 25 
years. Scientific advances in psychiatry have continued 
to emphasize psychiatric research, and recent develop- 
ments employing new biological technologies are find- 
ing important applications to clinical psychiatry. 
Equally impressive advances in psychopharmacology 
and somatic therapies, psychotherapy research based 
upon outcome studies, computer-assisted assessment 
and evaluation, and improved nosology continue to 
improve the reputation of psychiatry with our medical 
colleagues. It is not surprising to me that more medical 
students than ever are seeking to enter psychiatric 
careers. 


THE NEED FOR CREATIVE PROBLEM SOLVING 


Today, we are at a crossroads. The firm identity of 
psychiatry as a specialty of medicine and its improved 
image and viability provide promise and opportunity. 
But many forces ate making an impact on our profes- 
sion and our commitment to provide quality medical 
care. A top priority for all of medicine is the provision 
of quality care in the face of severe fiscal constraint and 
cutbacks. Perhaps for the first time in recent history, 
we are faced with the crisis of underutilization. 

Underutilization of medical services will not be cost 
effective. Rather, it may directly increase health costs 
through expensive readmissions or prolonged treat- 
ment of preventable complications. Further, the indi- 
rect costs to society are equally underestimated. Tlie 
problems of increased absenteeism, decreased em- 
ployee morale, and declining productivity, as well as 
future increased health care costs due to undertreat- 
ment of preventable conditions, could prove to be the 
greatest tragedy of our current period. 

Will the American people stand for 5-year waiting 
lists for elective surgery, outpatient treatment of stroke 
and serious heart disease, and premature discharge 
from intensive care units and psychiatric hospitals? 
Sammons is convinced that quality of care can only 
depend on whether physicians take a strong leadership 
role in defining and determining the appropriate mea- 
sures of quality care (J.H. Sammons, “An Overview of 
Quality Issues,” unpublished paper, 1987). 

Perhaps now more than ever before we need to join 
in coalitions with consumer groups, labor unions, and 
patient and family organizations to educate and ex- 
plain to industry and government the hazardous road 
of rationing and curtailment of all health services. We 
have been particularly successful in learning how to 
work with other advocacy groups for the mentally ill, 
including the National Alliance for the Mentally Ill 
(NAMI), the National Mental Health Association, the 
American Mental Health Fund, and the National 
Mental Health Consumers Association. We have even 
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progressed to testifying jointly. For example, a NAMI 
witness testified on behalf of APA concerning the 
critical issue of catastrophic health insurance coverage 
of mental illness. These efforts do far more than lift the 
shroud of stigma; they greatly contribute to enhanced 
awareness of the need for quality of care. The physical 
and psychiatric needs of patierits deserve the most that 
we and our medical colleagues can marshal. Consul- 
tation and referral, and accessibility for these activities, 
require our attention. 

Beigel, in an eloquent address entitled “Where is the 
Yellow Brick Road?", warned about what we must not 
do (A. Beigel, unpublished paper, 1987). We must not 
continue to play the same old music like the ballroom 
musicians on the Titanic. We must not keep thinking 
that current medical economics is unfair because no- 
body told us that things would be like this when we 
chose to be physicians. We must not continue to view 
adverse selection as an attack on our profession rather 
than an economically driven process. And we must not 
continue to hope that things will change if we only 
continue to talk cogently and persuasively to ourselves 
about the dangers of these current events. 

Medicine must always react to the prevailing cur- 
rents in the society in which it is practiced. Medical 
leaders must seize the opportunities for creative and 
innovative problem solving. In his address to the 
Massachusetts Medical Society in May 1860, Dr. 
Oliver Wendell Holmes, father of the famous jurist, 
wrote the following: 


The truth is that medicine, professedly founded on 
observation, is as sensitive to outside influences, political, 
religious, philosophical, imaginative, as is the barometer 
to the changes of atmospheric density. Theoretically it 
ought to go on its own straightforward inductive path, 
without regard to changes of government or to fluctua- 
tions of public opinion. But ... [there is] ... a closer 
relation between the Medical Sciences and the conditions 
of Society and the general thought of the time, than would 
at first be suspected (3). 


HIGHLIGHTS OF OUR ACHIEVEMENTS 


Last yeár in response to President Nadelson's poi- 
gnant question, “Who cares for patients?" (4), I made 
a call for action to encourage more of our members to 
táke an active role in solving the problems involved in 
remedicalization. | urged us to mobilize, joining with 
the rest of medicine in declaring that the United States 
is facing a crisis in medical practice. I said, “Our voice 
can be a mighty one when it is joined with the rest of 
medicine" (5). The results in the past year have been 
impressive. By collaborating with our medical col- 
leagues, we have taken sóme major steps forward. Let 
me highlight some of the achievements. 

Perhaps the greatest improvement has occurred in 
our participation with the AMA and its House of 
Delegates. In strengthening our already excellent 
working relationship with AMA, its House of Dele- 
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gates, during the AMA meeting last December, re- 
soundingly supported all of those issues which were so 
important to psychiatrists and their patients. Among 
others, AMA endorsed a new policy supporting the 
equitable reimbursement for psychiatric illness and 
opposing limitation of Medicare reimbursement for 
the mentally ill; a study of the special health insurance 
problems posed by psychiatric illness, with proposed 
solutions for adequate coverage; the selection of psy- 
chiatrists for membership on two of AMA’s important 
councils, the Council on Legislation and the Council 
on Scientific Affairs; and the selection of APA nomi- 
nees for prestigious scientific awards. The recent seat- 
ing of the American Academy of Child and Adolescent 
Psychiatry in the AMA House of Delegates increased 
psychiatry’s voice in AMA house deliberations. Rec- 
ommendations for nondiscrimination in coverage of 
mental illness in health insurance and increased federal 
funding in both basic and applied research by the 
various health institutes and the Veterans Administra- 
tion were also strongly supported by the AMA House 
of Delegates. 

Our relationship with the rest of medicine, however, 
is much more than a relationship with organized 
medicine. It is in the day-to-day contact with our 
medical colleagues, the public, the families of our 
patients, and our patients that the battle to overcome 
the stigmatization of psychiatric disorders must con- 
tinue to take place. During my lifetime I have seen a 
change in the way that psychiatrists and psychiatric 
patients have been viewed. In my internship class of 
16, none of the four of us who were planning careers 
in psychiatry dared to inform the selection committee 
of our interest, for fear that we would not get our 
coveted positions. Many of us suffered demeaning 
jokes from our fellow residents in other medical spe- 
cialties. I shall never forget the professor of surgery 
whose rounds I attended while still a resident. Upon 
learning that I was a psychiatric resident, he glowered 
at me and muttered, “What a hell of a waste of a 
medical education." While such outrageous stereotyp- 
ing still occurs, there has been a profound change in 
the degree and valence of such attitudes. 

Partly in response to such historical discrimination 
and partly out of a challenge from then Public Affairs 
Chair Paul Fink, I was stimulated to write an article 
outlining some rules of etiquette for psychiatrists (6). 
This tongue-in-cheek effort to heighten awareness of 
our own contribution to our interdisciplinary prob- 
lems resulted in a cartoon-illustrated personal calendar 
which was premiered at the recent Public Affairs 
Institute held in January in Tucson. 

Beginning with the Mental Illness Awareness week, 
a nationwide public education campaign orchestrated 
by APA to improve public understanding of mental 
illness and its psychiatric treatment has been the 
year-long focus of the APA Division of Public Affairs. 
At the Tucson Institute, over 250 representatives from 
the district branches attended a meeting that focused 
on ways in which individual psychiatrists can advance 
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the interests and image of psychiatry to our nonpsy- 
chiatrist physician colleagues as a part of the Physi- 
cians Awareness Campaign. We began that campaign 
by encouraging our members to become involved with 
other mental health organizations. 

Our national marketing project has also had an 
impact on our image. In just 2 years, the accomplish- 
ments have included developing annual recommenda- 
tions for district branch staff roles in marketing; 
presenting data showing the cost effectiveness of pro- 
viding psychiatric treatment; educating our member- 
ship on current mental health economics, with practi- 
cal applications for practice development; and, most 
importantly, bridging the gap in insurance cecision 
making by establishing productive dialogues with 
those in industry who purchase the health benefit 
packages for their employees. We have made an im- 
pressive beginning, and we are now planning new 
strategies for the coming decade. 

I am particularly pleased by our liaison efforts with 
the 99th Congress. Through the hard work of the Joint 
Commission on Government Relations and the Divi- 
sion of Government Relations, APA was instrumental 
in defeating legislation that would have deleted Medi- 
care's funding support for the training of child psychia- 
trists, mandating a report to Congress on health mainte- 
nance organization arrangements that improperly limit 
medically necessary services, and requiring that the Om- 
nibus War Against Drug Abuse Bill protect the integrity 
of scientific peer review from “politicalization.” We have 
been successful in promoting a "Sense of Congress” 
resolution that Federal Employees Health Benefits Pro- 
gram carriers “provide adequate benefits on mental 
illness, alcoholism and drug addition," including cover- 
age of inpatient and outpatient treatment, as well as 
catastrophic protection benefits. 

We have lobbied successfully for a $100 million 
increase over budget for mental health research and 
$15 million for clinical training and for amending the 
Vocational Rehabilitation Act to ensure attertion to 
the chronically mentally ill. The major psychiatric 
issues for us in working with the 100th Congress 
include encouraging Congress to pass our Mental 
Illness Awareness Week Resolution and supporting the 
“Medicare Mental Illness Non-Discrimination Act” in 
the House and Senate. We have joined in a broad 
coalition of mental health professionals and patient 
groups to assure that catastrophic insurance legislation 
includes coverage for the mentally ill and will continue 
our APA-led coalition efforts to increase funding for 
research, training, and service in substance abuse and 
mental health, as well as efforts to increase coverage 
for mental illness. I have just learned that we broke a 
20-year tradition of tragic discrimination during my 
presidential year. The House Ways and Means Com- 
mittee has just approved a bill to increase ou:patient 
psychiatric coverage under Medicare. We now begin 


` our first “nondiscriminatory” legislative journey. All 


of these initiatives are related to the theme of psychi- 
atry in medicine, to our being viewed as an integral 
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part of medicine and a vital part of the health care 
system. Psychiatry in medicine means that we continue 
to view as our responsibility playing an active role in 
medicine’s struggle for providing high-quality medical 
care for all of our patients. 

This leads me to comment on our relationships with 
psychology, social work, and nursing. In my recent 
address to the Board of Directors of the National 
Association of Social Workers, I acknowledged a pos- 
sible misinterpretation of the term “remedicalization.” 
During our present remedicalization we cannot, on 
behalf of our patients; turn our backs on colleagues in 
allied mental health disciplines. Through our partici- 
pation with psychology, social work, and nursing 
organizations in the Joint Commission on Interprofes- 
sional Affairs, we have witnessed the growth of more 
constructive interprofessional relationships during the 
past year. Our meetings allow for serious face-to-face 
discussion of current trends and issues for each of the 
professions and foster better mutual understanding. 

A discussion document of the Joint Commission on 
Interprofessional Affairs, Guidelines for Interprofes- 
sional Relationships in the Mental Health Field (7), has 
been circulated to national and district branch leader- 
ship. In no way does it override any official APA 
policy. All of the professions recognize the potential 
for benefit through collaboration, both to the profes- 
sions and to our patients. We believe that when 
spokespersons of our four professions publicly dispar- 
age the competency and ethics of the others’ profes- 
sions, all of us are injured. We must do all we can to 
eliminate unnecessary tension between us while we 
continue to articulate our special areas of competency. 
This is sometimes a delicate balance. 

Increasingly, we see examples of effective state coa- 
lition work for moving mental health appropriations 
or securing mandated benefit legislation. Such activi- 
ties of the Joint Commission on Interprofessional 
Affairs have become a vital element in the process of 
many state-level actions in which we will be involved, 
notwitlistanding recurrent and often severe tensions 
among us that arise from time to time. Some of our 
state organizations have been more successful than our 
national ones. We shall learn and profit from the 
experiences of the child psychiatrists who have proved 
that patients benefit most when we work together. 

International affairs continue to play an important 
role in our organization. During the past 2 years I have 
visited 18 countries on six continents, met with psy- 
chiatrists, visited psychiatric centers and academic 
departments, and addressed international and national 
psychiatric meetings. Let there be no doubt about the 
esteem in which the world, including the Soviet Union, 
holds American medicine and American psychiatry. 
There is particular respect paid to APA and its activi- 
ties, witnessed by the number of outstanding inter- 
natiohal leaders attending this meeting. 

We have also made many important advances in our 
international affairs, including sponsoring a joint 
meeting with the African Psychiatric Association and 
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the Black Psychiatrists of America in Kenya to facili- 
tate the sharing of scientific knowledge and cultural 
understanding; sponsoring a conference on "Living 
Abroad: Adjustments and Crises" with the American 
Bar Association and the U.S. State Department; and 
coordinating an International Education Project in- 
volving foreign psychiatrists who will come to the 
United States to study specific areas of psychiatry, 
returning to teach this knowledge in their countries. 

We will continue to speak out against the abuse of 
psychiatry and psychiatrists wherever it exists. I be- 
lieve that the release of our courageous colleague, Dr. 
Anatoly Koryagin, from forced labor to emigration to 
Switzerland is proof that our policy has been correct. 
We have expressed our opposition to the United 
Nations report on detention on the grounds of mental 
ill health or mental disorder (the so-called “Daes 
Report") (8), which has a strong antipsychiatry slant, 
by objecting to the distribution of this report. We are 
awaiting the deliberations of the United Nations Hu- 
mian Rights Commission and are prepared to respond. 

It has sometimes been difficult to explain why I 
consider international relations to be a significant part 
of psychiatry's relationship to medicine. It seems to me 
that the role and status of psychiatry around the world 
affect the image of psychiatry in the United States and 
its stigmatization of psychiatrists and patients with 
mental illness. It is important to psychiatry and all of 
medicine that no physicians be abused and that no 
specialty be exploited. I believe American medicine 
and American psychiatry have played and should 
continue to play a leading role in the development of 
quality medical care throughout the world. We should 
stand ready to assist our colleagues wherever they may 
be practicing and in whatever repressive or primitive 
conditions they may serve. It is to our credit that APA 
has been so responsive to the requests.and needs of our 
associates around the world. What I have learned is 
that psychiatrists all over the world recognize the 
importance of improving the relations between psychi- 
atry and medicine in their countries. 

But national and internal issues are equally impor- 
tant to our remedicalization. I am pleased that APA 
has developed position statements on discrimination 
related to AIDS and the human immunodeficiency 
virus (HIV) that highlight the responsibilities of psy- 
chiatrists to educate themselves, their patients, and 
communities with regard to the neuropsychiatric and 
psychosocial aspects of HIV disease and to reduce the 
anxiety and unjustified fears about AIDS-related is- 
sues. I applaud the publication of the recent task force 
report "Changing Family Patterns in the United 
States" (9), a report that should provide a perspective 
to anticipate needs and strengths to families and to 
make policy planning more effective. 

Last year, I called attention to several internal 
professional concerns requiring resolution. We indeed 
have made good progress toward solving many of 
them. The first was professional liability and tort 
reform. We have come through our own professional 
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liability crisis by establishing the Psychiatrists’ Mutual, 
an insurance company owned and operated by APA. 
One-third of our membership is insured by this com- 
pany, which offers competitive rates and occurrence 
coverage. It appears that other medical specialties may 
be interested in the type of arrangement offered by 
APA’s insurance company. Tort reform is progressing 
slowly but steadily. 

Last year I indicated that the development of treat- 
ment standards was one of the top priorities for all of 
medicine and may be the major quality-of-care issue 
for the 1980s. While we are still a long way from 
accomplishing this goal, more members than ever 
before recognize the need for the gradual development 
of treatment standards in psychiatry. Further, this 
must be done by psychiatrists, not by nameless bureau- 
crats in government or industry. 

At the Institute for Hospital and Community Psy- 
chiatry last October, I noted the controversy surround- 
ing the development of the report of the APA Task 
Force on Treatments of Psychiatric Disorders. Those 
of us who have read it are impressed at the breadth of 
the subjects, the flexibility of the approaches, and the 
scholarship of the authors (10). A major hurdle was 
overcome in December when the Board of Trustees 
agreed to publish this work as a task force report, 
rather than as an official position statement of APA. 
The Assembly Executive Committee further worked at 
conflict resolution by agreeing to make the draft 
chapters available to the areas and district branches 
for review and by working together with the Board 
of Trustees to iron out the final unresolved issues. 
Thus an important first step has been taken in a 
process most difficult for psychiatrists to attempt, but 
one that will have important implications in the years 
to come. 

Iam pleased that DSM-III-R has been published and 
made available at the 1987 annual meeting. Although 
the approval process was stormy and controversial, I 
am pleased that it resulted in several reasonable and 
sensitive compromises that made publication possible 
in time for this meeting. Committees are beginning to 
think about DSM-IV and what the future holds for 
scientific nosology, not only for us but also for each of 
the clinical sciences in medicine. I believe we must 
align the scientific advances in basic neurobiology, 
neuroscience, and genetics with the diagnosis of pa- 
tients with psychiatric disorders. The task is no dif- 
ferent for nosology in all of medicine, where molecu- 
lar, biological, and clinical epidemiological studies 
increasingly recognize new subtypes of disease. 

It is exciting to contemplate what future lies in store 
for psychiatry. The future of any field depends on its 
research, and advances in neurobiology and neurosci- 
ence as they affect the diagnosis of treatment of 
patients with psychiatric disorders show great prom- 
ise. Pardes has recently described the euphoria and, at 
times, apprehension that psychiatrists feel about the 
developments in neuroscience (11). In the past decade 
the pace has rapidly increased, and pioneering meth- 
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ods of study have been developed. Among these are 
brain electrical activity mapping, positron emission 
tomography, and magnetic resonance imagery. The 
applications of these techniques to patients with 
Alzheimer’s disease and schizophrenia put psychiatry 
on the cutting edge of the future, beginning to unravel 
the mysteries of the brain (11). 

At the same time, clinical psychiatric research has 
undergone an evolution. An example is found in 
epidemiological research using techniques for assessing 
the prevalence of psychiatric disorders based upon 
sharpened subcategories of psychiatric disorders found 
in DSM-III. Research in psychopharmacology contin- 
ues, with new findings published at a dizzying pace 
about the use of different categories of medications in 
mania and schizophrenia. Increasingly efficacious 
psychotherapeutic and social skills training has been 
useful for a wide variety of patients. 


CONCLUSIONS 


Many challenges lie ahead. The theme that President 
Pollock has adopted for the next year will provide an 
opportunity to explore these areas. One of the things 
we must improve is how we explain what psychiatrists 
do, what psychiatry is, and what our patients can 
expect from treatment. To ensure the future of our 
specialty, psychiatry must be defined as the specialty 
that diagnoses, treats, and studies disturbances of 
mental processes. These disturbances may be caused 
by organic dysfunctions in the brain (structural or 
biochemical), biopsychosocial or environmental stress- 
es, developmental processes, or often by all of these 
factors. As my year as your President draws to an end, 
as I have seen the energies of our organization respond, 
resolve conflicts, and anticipate necessary affiliations 
and coalitions, I am more certain than ever that we can 
find ways of responding intelligently to these current 
challenges. Let us look ahead to the future and see our 
challenges as opportunities. 

We must continue to provide high-quality care in 
accordance with our ethical standards while we find 
ways to provide services that are more efficient, more 
effective, and maybe even more economical. This is a 
new era, and we must adopt a new attitude. 

We must persist in our great efforts at the interface 
of psychiatry and medicine. We must continue our 
public relations activities, which strive to improve the 
image of psychiatry and to eliminate the stigma of 
psychiatric illness. We must press our liaison with the 
rest of medicine and the AMA, maintain our efforts at 
local and state levels, and remain as the public rela- 
tions agents for our profession with our medical 
colleagues. We must persevere in our efforts, particu- 
larly at the state level, with allied mental health 
professionals. As we strive to be fair, we must insist on 
being treated fairly in public and legislative forums. 
We must continue to advocate for psychiatry and 
psychiatrists on an international basis and to speak out 


979 





RESPONSE TO THE PRESIDENTIAL ADDRESS 


against the abuse of medicine and psychiatry wherever 
it occurs. We must heighten our efforts to keep our 
organization strong, effective, and cohesive and to deal 
with our internal problems and anxieties in a way that 
does not undermine public confidence. If our profes- 
sion can retain its strength and vitality, we in turn will 
strengthen and vitalize all of medicine. And then all of 
us—physicians, patients, and the public—will be the 
winners. 
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Response to the Presidential Address: 
Opportunities and Challenges That Confront Medicine 
and Its Specialties, With Special Reference to Psychiatry 


George H. Pollock, M.D., Ph.D. 


t is a pleasure to welcome you to Chicago—our 

home town. This special occasion is a reunion. Our 
President, Dr. Robert Pasnau, was a medical student in 
Chicago, and I was one of his first teachers of psychi- 
atry. Dr. George Tarjan worked in Illinois in the early 
years of his career in the United States. Dr. Harold 
Visotsky was at the University of Illinois, where we 
met 40 years ago, and I wrote letters of reference for 
him when he applied for residencies. Dr. Melvin 
Sabshin, our illustrious Medical Director, was in a 
class | moderated on research methodology at the 
Chicago Institute for Psychoanalysis, and later I was a 
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professor in his department at the University of Illi- 
nois. This is truly a coming together. 

The theme I have chosen for my Presidential year is 
“Opportunities and Challenges for Psychiatrists and 
Psychiatry: 1988—2000." After I had decided on this 
focus, I came across a statement by Dr. William 
Menninger, a former President of APA and a graduate 
of the Chicago Institute for Psychoanalysis, that 
caught what I had in mind. Dr. Menninger wrote: 


Although most professional people make their living by 
the use of intelligence, which may or may not be supple- 
mented by the toil of their hands and the sweat of their 
brow, everyone makes his life through the emotions— 
through loves and hates, faith and hope, jubilations and 
disappointments. They are the vital part of life. We 
continuously react emotionally to the people and the 
things about us. Life is a flowing stream of opportunities, 
challenges, and problems which demand that, insofar as 
our capacity and our emotional response permit, we adjust 
and readjust to them. ... Life—whatever your job—is a 
continuous growing process. (1, pp. 18—19) 
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There are many areas of challenge that tie in with 
the theme of this meeting and the next one, giving us 
opportunities for thought, reflection, and action. In 
conjunction with President Pasnau’s theme, it is im- 
portant to emphasize that what affects medicine affects 
psychiatry. However, what affects psychiatry does not 
always affect medicine. In a recent report, Cohen (2) 
noted that there are some 250 million people in the 
world who are severely mentally ill. Roughly 1% of 
any population turns out to be schizophrenic and an 
additional 27% suffers severe depression. There are 
caring psychiatrists in most countries. The relation- 
ships among disease, the physician, and the patient are 
crucial for all of medicine. In psychiatry the varied 
transferences, the joint voyage of discovering their 
relationship, and the emphasis on experiencing make 
our discipline unique. 


NATURE OF A PROFESSION 


Let me turn to the question of what a profession is, 
as contrasted with service delivery. The word “‘profes- 
sion” has a dual meaning. It is a species of a generic 
concept, namely, “occupation,” and it is an avowal or 
promise. Bierstadt (3) asks whether the avowal or 
promise has been fulfilled: Does the professional do 
what he or she promises to do? What are the norms of 
the profession? What self-regulatory processes guaran- 
tee the competence of members of the profession? 
What are the standards of performance and how do we 
assess whether or not they are met? “A professional is 
a specialist by definition, but the more he specializes in 
the pursuit of his profession the more he may be 
induced to sacrifice the larger point of view and 
retreat, in turn, from the highest of ethical standards” 
(3, p. viii). 

Eliot Freidson, one of the pioneers in the sociologi- 
cal study of the profession of medicine, has written 
extensively on the occupational organization of physi- 
cians and how it is distinct from the knowledge-skill 
base of the profession. Freidson finds it "useful to 
think of a profession as an occupation which has 
assumed a dominant position in a division of labor, so 
that it gains control over the determination of the 
substance of its own work" (4, p. xvii). He further 
notes that "unlike most occupations, it [medicine] is 
autonomous or self-directing. The occupation sustains 
this special status by its persuasive profession and the 
extraordinary trustworthiness of its members. The 
trustworthiness it professes naturally includes ethical- 
ity and also knowledgeable skill" (4, p. xvii). Two 
problems quickly present themselves: how has the pro- 
fession's self-direction or autonomy been developed, 
organized, and maintained; and how does one under- 
stand the relationship of the profession's knowledge 
and procedures to the professional organization and to 
the lay world? Although Freidson wrote about this 
almost 15 years ago, the current relevance is obvious 
and applies not only to the profession of medicine but 
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to its subdivisions, the specialties and subspecialties. 

Medicine today “has developed into a very complex 
division of labor, organizing an increasingly large 
number of technical and service workers around its 
central task of diagnosing and managing the ills of 
mankind” (4, p. xviii). Bittker (5) has updated the 
issues and challenges in his paper “The Industrializa- 
tion of American Psychiatry." He notes that psychiatry 
will be transformed into an industry in which prospec- 
tive payment, automation, salaried employment, and 
central control of clinical activities may become the 
dominant form of practice. From this, he suggests that 
the chronically mentally ill, among others, may be 
excluded from this new system, “where cost conscious- 
ness may supplant compassion" (5, p. 149). The issue 
begins to transcend that of profession. Instead of an 
occupational organization, we can become an indus- 
trial organization in which we each deliver a specific 
service, have a specific job, and get uniform compen- 
sation. While the aim of healing has not changed, the 
position of the healer has changed or may change 
drastically. Our special status may not be as dominant 
or exclusive as it has been in the past. Our autonomy 
and self-regulating may be markedly diminished. 
However, our major work, illness—its treatment, cure, 
and prevention—continues. 

“In all societies people diagnose sickness and adopt 
various methods of managing it . . . but all healers are 
not called doctors or physicians, nor are they usually 
considered to be professionals in any other sense than 
that of making a living from their work" (4, p. 3). It is 
difficult to define a profession. Occupations to which 
the word has been applied have nothing in common 
except the prestige and social or transferential power 
bestowed on the proclaimed professional. The desig- 
nation of "professional" is related to that of *special- 
ist," "licensee," or one who holds a certificate issued 
by the state. Thus society, the law, and the discipline 
itself may all define the term somewhat differently. 
Medicine is a profession as defined by law, society, and 
its own standards. Psychiatry is a branch of medicine. 
But the professional who professes to have certain 
knowledge, skill, and experience to perform specific 
duties is working in an occupation that is basically 
service oriented. In other words, medicine is work: 
work that society has esteemed and found prestigious, 
authoritative, and definitive. But medicine’s preemi- 
nence is not a long-established one (about 100 vears). 
Many healers throughout the world do not go to 
special schools to learn their work, trade, job, or 
discipline. Increased technology and the introduction 
of many specialized technicians who are not physicians 
present new challenges to existing professions. Some 
are viewed as threats to the existing status. Freidson 
sees a profession fundamentally as an organization and 
control of work. 

Everett Hughes (6), another pioneering sociologist 
studying work and its relationship to society, empha- 
sizes social role, occupational selection and its motiva- 
tions, the identity tag of an occupation and its rela- 
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tionship to prestige, the education for a profession, the 
boundaries between professions, and so forth. The 
questions Hughes raises are deserving of further study 
today—in the new climate of the years that approach 
the twenty-first century. Should we concern ourselves 
with these issues? My answer is yes—we need such 
studies to help us gain perspective on the changing 
attitudes toward one of the medical professions, our 
specialty. Over 20 years ago Schatzman and Strauss (7) 
specifically studied and wrote about “A Sociology of 
Psychiatry: A Perspective and Some Organizing Foci.” 
Their ideas are still significant and worthy of reconsid- 
eration. 

Heskett, writing in the March/April 1987 issue of 
Harvard Business Review (8), discussed the service 
sector. He made no reference to profession or specialty 
as we know it, and yet his descriptions of the factors 
involved in service delivery systems in business sound 
familiar, e.g., target markets, positioning to meet cus- 
tomer needs, value and cost, competition, customer or 
customer acceptance, marketing, control and measure- 
ment of quality and cost, and productivity. Heskett 
noted: 


Successful service providers have strategies in common 
that offer lessons to other companies. Among these are 

Close coordination of the marketing-operations rela- 
tionship. 

A strategy built around elements of a strategic service 
vision. 

An ability to redirect the strategic service inward to 
focus on vital employee groups. 

A stress on the control of quality based on a set of 
shared values, peer group status, generous incentives, and, 
where possible, a close relationship with the customer. 

A cool appraisal of the effects of scale on both efficiency 
and effectiveness. 

The substitution of information for other assets. 

The exploration of information to generate new busi- 
ness. (8, p. 125). 


The language and concepts are similar to what we 
hear, see, and use frequently today. Are we a service 
delivery system, a profession, or a specialty? Are our 
patients customers? 

Our profession, our Association, our leadership, and 
our members are all confronted by change at all times. 
We can despair, demand, become disillusioned or 
depressed, become reactive and regressive, or we can 
assess the situations and then, through creative plan- 

. ning and implementation, be assertive, forward look- 
ing, and upbeat. This has proven to be true in the past 
7 years, when we have overcome obstacles and re- 
tained greater control of our professional lives. We can 
integrate knowledge from different fields, apply this 
knowledge to our profession, and influence other 
disciplines as they have been influencing us, provided 
we do not retreat to reactive, outworn, and despairing 
positions. By establishing open inquiry and by com- 
bining ideas from new terrains, we can turn the threats 
of change into new opportunities for success. The 


982 


issues we will face and that we are facing are many, 
e.g., expansion of care for the mentally ill; the prob- 
lems of care, funding, and help for our ever increasing 
older population; the question of managed care facil- 
ities; the question of less care/best care; and cata- 
strophic insurance coverage that may exclude care for 
psychiatric illness. Howard Goldman, at the exciting 
1987 APA Federal Legislative Institute, noted that 
hoped-for changes require constant pressure and vigi- 
lance (personal communication). However, at times, 
this involves negotiation and trade-offs; compromise 
and redistribution are needed on such occasions, but 
these need not be the final words. Pressure for change 
can bring us closer to the attainment of our objectives. 

Let me briefly discuss some additional curent issues 
that demand our attention and so are opportunities for 
creative action. 


À MEDICAL STUDENT INITIATIVE 


Young residents have concerns about their future 
and the future of our field. This situation is especially 
distressing when esteemed teachers and leaders empha- 
size all of the problems the field is encountering. The 
residents wonder: where are the ideals and goals that 
brought us to medicine? Where are the human con- 
cerns involved in working with the ill, the needy, the 
helpless, and the powerless? Are we losing the human 
touch when we become too mechanical, too regulated, 
and too involved in depersonalized mechanisms at the 
expense of the individual's uniqueness? Are we isolat- 
ing ourselves from our patients when we do not have 
the time to listen to them, see them on an ongoing 
basis, and learn about their families, their lives, and 
their concerns? We cannot dismiss these questions 
with easy rejoinders. These concerns demand a hear- 
ing, the queries require thoughtful answers, and the 
models need buttressing lest the concrete dissolve into 
sand and water. Of course, we have dilemmas— 
subspecialization, income, research support, hospital 
bed support, and relations with other medical special- 
ties, other allied disciplines, governmental agencies, 
and consumer groups. But we can address these chal- 
lenges and use them as opportunities for innovative 
planning and exploration of new possibilities. We have 
a responsibility to do this. 

A recent study on “Medical Students’ Beliefs About 
Nine Different Specialties" (9) gave us a view of how 
psychiatry was perceived by medical students in Great 
Britain. Some of their criticisms included the follow- 
ing: 


[In comparison] with the eight other specialties, medical 
students believed that psychiatry had advanced least in 
recent years; psychiatrists were less stable than other 
doctors; psychiatry was the least expanding frontier of 
medicine; ... psychiatry had lowest status in medicine; 
psychiatry was most unscientific and imprecise; psychiatry 
was more of a waste of a medical education; psychiatrists 
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were fuzzy thinkers; psychiatry was unrewarding; psychi- 
atrists were more concerned to establish rapport with their 
patients; and psychiatrists talked a lot but did little. 
Furthermore, the students thought that psychiatric treat- 
ment caused patients to worry too much; psychiatric facts 
were mere speculations; ... psychiatric treatment was 
basically fraudulent; few results were replicable; psychiat- 
ric theories were far removed from practice; research in 
psychiatry showed less patient improvement; psychiatrists 
tended to overconceptualise their patients’ problems; psy- 
chiatry was more of an art than a science; psychiatric 
patients got better less often; there were too many doubts 
about psychiatry; ... psychiatrists were held in poor 
regard by other doctors; ... psychiatry was the least 
important area of medicine; and psychiatric patients 
tended to make more emotional demands than other 
patients. (9, pp. 1607-1609) 


We may find similar attitudes in the United States. 
While some of these responses may indicate the stig- 
mata about psychiatry that exist, we must pay atten- 
tion to the implications of these attitudes. The picture 
of how we appear in the eyes of some British medical 
students challenges us to present our specialty in a 
more attractive and exciting fashion. We must begin a 
medical student initiative. These future physicians will 
be the main source of our referrals, our teammates, 
and our future residents. Seize the opportunities to 
lobby for psychiatry with them! 

Nevertheless, I believe that our success in recruiting 
resident members in training is outstanding, perhaps 
even phenomenal. Also impressive is the trend in the 
last 7 years in the national resident matching plan. In 
1980, 2.7% of medical students matched into psychi- 
atry. This percentage has steadily increased so that in 
1987, 4.3% of medical students (or 675 individuals) 
matched into psychiatry (S. Weissman, personal com- 
munication). If we consider additional students who 
enter psychiatric residency programs outside the 
match, we exceed even the just cited figures. However, 
we must pay close attention to another aspect of our 
medical student education initiative—most students, 
of course, do not enter our field but specialize in other 
areas, e.g., medicine, surgery, pediatrics, obstetrics, 
and family practice. In order for these future sources of 
referral to work effectively with us, they, in medical 
school, must respect and be familiar with psychiatry. 
We have to effectively communicate with them what 
we can do for them and their patients, the exciting 
developments of modern psychiatry, where our re- 
search is leading, and how we articulate with the basic 
and clinical sciences of medicine. Let me emphasize 
that we must have our best teachers involved with 
medical school teaching. They are the models. They 
can communicate the humanistic, interesting, involv- 
ing aspects of psychiatry and yet be clear about the 
boundaries of psychiatry. They can act as advisors, 
mentors, consultants, and liaison representatives with 
other specialists. From this we can address other ways 
of implementing the medical student initiative, includ- 
ing curriculum planning and funding for such under- 
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takings. Medical students deserve the best we have— 
they are our future and the future of medicine. 


QUALITY EDUCATION AS A MISSION 


Of course, we cannot diminish our research, clinical, 
and basic science emphases with our residents, 
younger colleagues, and more experienced colleagues. 
Quality education for all can be one mission we 
espouse. 

President Truman, confronting a conflicting fiscal 
dilemma, was told that, on the one hand, a group of 
eminent economists advocated one position, but, on 
the other hand, another equally eminent group held to 
another position. His response was alleged to have 
been, “Give me a one-handed economist.” I say, in 
appreciation of his dilemma, give us many hands. Let 
us see how these all can give us new views, new ideas, 
and new positions that will yield new opportunities. In 
the years to come we will have to define and emphasize 
who we are, what we are, and what we profess and do 
best. We can avoid scare tactics and platitudinous 
moralizing. We are physicians, clinicians, scientists, 
and teachers who stand for the basic rights of individ- 
uals to get quality treatment. We want to practice our 
profession in a way that allows us to earn a decent 
income and that protects us from capricious legal 
challenges which are time and energy consuming and 
which interfere with the competent, effective, empathic 
care of patients, with their families, and with our own 
lives. 

We have to face new realities; some of these have 
been effectively brought to our attention by Dr. Melvin 
Sabshin (10). We must communicate with our mem- 
bers, our residents and medical students, our col- 
leagues in all branches of medicine, and our wise and 
experienced staff. We must recognize that even with 
many different groups in our specialty, we can learn 
from all and need not go “riding wildly in all direc- 
tions” (11) if we work together, in unity, as our first 
woman President, Dr. Carol Nadelson, emphasized 
during her administration. Differences need not pre- 
sent polarities. With the right attitudes and orienta- 
tions, with dialogue and mutual respect, we can have 
complementarities. There is enough for all of us to do 
and do well. While living in the realities of the present, 
we can appreciate the paths of the past and the plans 
for our future. 

We are dealing with complexities and interrelation- 
ships of many variables that act simultaneously and in 
sequence. If we become too reductionistic and simplis- 
tic, we are courting danger. If we consider too many 
variables at the same time, we run the risk of getting 
lost in a maze of relevant issues. We need careful 
planning and setting of priorities, which are then 
implemented logically and rationally. What we decide 
on requires ongoing monitoring and follow-up so that 
we can consider alternatives if we need to. We also 
must be mindful of our limitations. 
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RESPONSE TO THE PRESIDENTIAL ADDRESS 


MULTIPLE OPPORTUNITIES 


We are living in a new era. We are operating in a 
different climate and environment. Our challenges are 
many. So are our opportunities. We can attain our 
goals without compromising our standards of quality, 
decency, humanity, and caring. 

There is a story currently told in Europe about the 
man who goes to the polyclinic and asks to see the 
ear-and-eye doctor. He is told this is not possible as 
there is either an ear-nose-throat doctor or an eye 
doctor. “No,” he says, “I need an ear-and-eye doctor 
because I hear one thing and see something completely 
different” (12). When I first read this story it stimu- 
lated different thoughts in me. You may ask, What 
does this have to do with APA? Does it relate to our 
debates about subspecialization? Does it relate to the 
many messages we have heard about cost control, 
diagnosis-related groups (DRGs), for-profit and not- 
for-profit health care institutions, and malpractice 
reforms? To these, I answer yes and no. What I am 
saying is that we in APA tell what can be seen, and 
what we see can be told. We communicate with you 
and for you and want you to communicate with us. 

We need to remind ourselves to go back to basics— 
to appreciate man—the uniqueness, richness, aesthet- 
ics, creativity. We need more than to understand 
biological mechanisms—we need the humane ap- 
proach to man as a feeling, creating creature in a 
family, community, and social context, with a rich and 
unique past; this includes an appreciation of the arts, 
literature, music, poetry, and culture. How do these 
contribute to our individual lives and our personal 
developments? When traumas and other activities in- 
terfere, how do these skew our development or actu- 
alize our potential for growth and enhancement? 

Goldsmith, in his discussion of “The U.S. Health 
Care System in the Year 2000” (13), noted that 

“predicting the future in an age of rapid social change 
is risky business. However, one thing can be confi- 
dently said about the American health care system in 
the year 2000: most of its ingredients—the patients, 
the professionals, the strains of scientific inquiry and 
technological development, and much of the capital— 
are already present." Goldsmith discussed the follow- 
ing in greater detail. 

1. Demographics—‘‘As the baby boom generation 
becomes caught up in the coils of degenerative illness, 
American society will experience an unprecedented 
wave of health care cost pressure for both acute and 
chronic care." Are we preparing to meet these chal- 
lenges in the 12 years ahead? 

2. The changing role of the hospital— The hospital 
of the future will be transformed into the critical care 
hub of a dispersed network of smaller clinical facilities, 
physician offices, and remote care sites that may 
stretch out as far as 200 miles (320 km) from the core 
facility, connected by air and ground critical care 
transport and integrated by clinical information and 
patient monitoring systems." 
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3. Health professionals— *The remaining portion 
of this century will see a continued waning of the 
post-World War II "seller's market’ for physician serv- 
ices. . . . Falling office visit volume, heightened compe- 
tition, and leveling our declining physician incomes— 
have only begun to be felt." 

“The turn of the century will probably find us with 
a substantially underemployed specialty physician cad- 
re.... Physician-to-physician relationships have al- 
ready become significantly strained in many commu- 
nities by competitive pressures, as physicians become 
progressively more reluctant to seek specialty consul- 
tation for fear of loss of patients.... [This] could 
prove to be a significant threat to the quality of clinical 
care” (13). 

More physicians will practice in rural areas as the 
metropolitan area physician markets get saturated. 
Goldsmith noted that the physician supply growth will 

“provide physicians with more time to spend with 
their patients if they so choose, broadening and deep- 
ening patient relationships and tilting medical care 
away from pure technology” (13). The implications 
here are of great importance for psychiatry and train- 
ing in psychotherapy. 

4. Health care financing—This is the largest unpre- 
dictable outcome, as it contains policy and political 
considerations. “Growing patient economic exposure 
to the cost of care has been a common theme of the 
1980s, permeating both public and private insurance 
systems” (13). The impact of large clinical data bases 
to help frame health care payment decisions is increas- 
ingly felt—Medicare, DRGs, and insurance coverage 
for catastrophic illness are in the forefront of the 
deliberations of our Congress today. 

5. Health maintenance organizations (HMOs)— 
“An influential school of contemporary thinking holds 
that integrated systems of financing and providing 
health care, such as prepaid health care plans or health 
maintenance organizations . . . , will become the dom- 
inant health care financing vehicle in the United 
States." However, it is becoming apparent to industry 
and employers that what HMOs do, they can do 
themselves while also keeping conventional health 
coverage. Employee assistance programs and patient 
cost sharing are newer developments. However, we 
may find that more adaptive planning can reverse 
trends that seem to be developing now, especially 
working with consumer groups and coalitions. 

However, troubling economic issues still remain, 
e.g., problems of the uninsured, the elderly, the care of 
the chronically ill, and the services to the one-parent 
family confront us and affect psychiatry and psychia- 
trists. Again, opportunities to confront these chal- 
lenges are within our grasp. 


OPPORTUNITIES FOR THE FUTURE 


I wish to briefly focus now on the impact of the 
transition in health care on young physicians. The 
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American Medical Association’s Council on Long- 
Range Planning and Development published its latest 
report on this topic on December 26, 1986 (14). This 
brief document is worthy of our study, and | am 
certain that forthcoming conferences on long-range 
planning and the future of psychiatry will address 
issues contained in the AMA report. We have to ask, 
What is the future of psychiatry in the medical profes- 
sion? The escalating costs of medical education, the 
growing debt burdens, recent problems with institu- 
tional funding, and competition for residents and 
residency positions and even for admission to some 
medical schools remain with us. Issues dealing with 
career choices after internship, the growing supply of 
physicians (although the AMA Council reports the 
slowest growing specialties for the 1980s and the 
1990s are projected to be radiology, general surgery, 
and psychiatry), alternative modes of practice, compe- 
tition among physicians and from large health centers, 
business decisions versus professional decisions, ethi- 
cal concerns, liability costs, and physician-hospital 
relations all provide challenges and opportunities for 
planning and possible control of rate, pace, and direc- 
tion of change. 

“The status of the medical profession could decline, 
and the profession could become a trade. Incomes may 
fall. Physicians are likely to lose their exclusive author- 
ity over clinical decisions” (14). Related to this is the 
strong possibility that “there will be an increasing 
separation between those who make economic deci- 
sions and those who make clinical decisions in medi- 
cine" (14). Physicians, residents, and medical students 
are threatened. What can we as the major organization 
for psychiatrists and psychiatry do to meet these 
concerns and still be advocates for quality care for 
patients, for supporting quality clinical and basic re- 
search, and for ensuring excellence in our various 
educational endeavors? The process of identifying the 
concerns, issues, and challenges is a first step. Now we 
must discuss, monitor, and consider various options. It 
may be too early to know what is to be done, but we 
can move when action is indicated, we can take steps 
to retain our professional viability. We can be open 
and flexible yet retain our basic values, high standards, 
ideals, and human concerns. 

We will maintain our standards of excellence in the 
care of the mentally ill. We will expand our advocacy 
role on behalf of patients and their families. We will 
extend our active participation in psychiatric educa- 
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tion at all levels. We will support and encourage 
individual, community, and public sector psychiatry. 
We will fight stigma and prejudice wherever it is 
found. We will assume leadership roles in research, 
quality care, and ethics, and we will strengthen our 
liaisons within all branches of psychiatry, with other 
medical specialties, and with other disciplines that 
relate to our work. 

In recent years we have been appropriately con- 
cerned with many issues: economics, government rela- 
tions, public information, forensic psychiatry, and 
professional jurisdictional matters. It is time for us to 
expand our perspective, to develop new opportunities 
for our colleagues and students, and to involve both 
them and ourselves in creative activities beyond our 
traditional areas of concern. As individuals, members 
of families, physicians, psychiatrists, and responsible 
members of society, let us work at further enhancing 
what we are already doing so well. The strength of our 
Association is in its diversity and multiplicity of mis- 
sions. The challenges are many, but the opportunities 
are also there. We must provide leadership for the 
future and so ensure our ongoing success. 
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One Hundred Fifteenth President, 1986-1987 


Norman Q. Brill, M.D. 


hen Robert O. Pasnau was born in Mason City, 

lowa, on July 8, 1934, his father, who was the 
supervisor of the American Telephone and Telegraph 
operation there, and his mother, who was the daughter 
of a Presbyterian minister in Burlington, Iowa, could 
never have predicted that their firstborn would become 
one of America’s leading psychiatrists. They probably 
expected him to enter what, for a Midwesterner, 
would be a more traditional occupation or profession. 
His parents were native Iowans who had met when 
they were both members of a little theater group. 

His mother was the high school Latin teacher and 
the church organist. She taught little Robert to play the 
piano and was responsible for his developing a love of 
music, which has persisted all of his life. His father had 
had a strong religious upbringing, was active in the 
Boy Scout movement, and enjoyed outdoor activities, 
exposing Robert to the joys of fishing, swimming, and 
camping. It was a closely knit family. Robert and his 
younger brother were to enjoy a happy childhood with 
loving, attentive parents. 

When Bob was 3 years old, and shortly before the 
birth of his brother, John, the family moved to Prince- 
ton, Ill, because of his father's job transfer. They 
moved with mixed feelings because they had been 
looking forward to moving into the house in Mason 
City that his father had just finished building. One year 
later, when his father was promoted to personnel 
director for American Telephone and Telegraph in 
Chicago, they moved to suburban Park Ridge, and it 
was there that Bob grew up. 

Bob was a good boy. He had a happy disposition, 
was a good student, and was a joy to his parents. 
Tragedy struck when Bob was 9 years old. His mother, 
whom he loved dearly, developed cancer of the colon, 
was in and out of the hospital, and died at Christmas 
in 1945, leaving his father, who never remarried, to 
care for the young boys. 

Bob kept grieving and suffering inside and for years 
dreamt of his mother's coming back. Witnessing her 
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suffering was one factor that led to his interest in 
becoming a doctor. His tendency to keep his feelings 
inside may have been related to his developing head- 
aches in adolescence. Anger and disappointment were 
never expressed—and may even have contributed to 
his developing mild hypertension later in life. 

The early promise many children show is often never 
fulfilled, but Bob, who graduated from the Maine 
Township High School as valedictorian, did fulfill the 
prediction of his classmates, who voted him as the one 
“most likely to succeed.” He turned down scholarships 
to Harvard College and Wesleyan University to go to 
the University of Illinois, on a full scholarship, in order 
to be close to high school friends who were going 
there. He did well in college, enjoyed life, loved science 
courses, was elected president of his fraternity (Phi 
Kappa Sigma), and helped support himself by playing 
piano with a dance band that he organized. As a 
premed student he majored in chemistry, but he was 
also interested in philosophy. He made A's and was 
elected to Phi Beta Kappa in his junior year. 

He was accepted at the University of Illinois Medical 
School after just 3 years of college and was granted a 
B.S. degree after completing his second year of medical 
school in 1957. He had planned to become a pediatri- 
cian but changed to psychiatry in his junior year after 
having been exposed to an outstanding group of 
psychiatrists in the course of his studies. Dr. Harold 
Visotsky was the first psychiatrist who ever inter- 
viewed him; it was for a summer job in a project 
investigating the neurological and psychiatric effects of 
scopolamine and atropine. Dr. George Pollock was his 
teacher in the first-year course in psychiatry. Later on, 
Dr. Hugh Carmichael recognized Bob's special talent 
in working with psychiatric patients and encouraged 
him to go into that specialty. He is still sentimental 
about having been exposed to Drs. Jack Weinberg, 
Francis Gerty, Mel Sabshin, and Roy Grinker. Identi- 
fication with these great men and his own innate talent 
in both neurology and psychiatry were determining 
factors in his subsequent impressive career. Unlike so 
many who struggle through their 4 years in medical 
school, Bob enjoyed it. Learning was easy for him, and 
he finished in the upper fifth of his class. 

His internship at the University of California, San 
Francisco, Medical Center, during which he was paid 
$196.00 a month, and his subsequent residency in 
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psychiatry at UCLA were related to things other than 
climate and reputation. California was where his fu- 
ture wife Jan and her family lived and the place he 
would live after graduation from medical school. 

After his sophomore year in college in 1954, Bob 
obtained a summer job in Los Angeles selling books 
from door to door. It was in a Spanish class he was 
taking at UCLA that he first saw Janet Worden, who 
was to become his wife. Jan had been born and raised 
in San Francisco; both of her parents were native 
Californians. She was a student at the Berkeley campus 
of the University of California but was living in 
Hermosa Beach with her mother that summer while 
attending UCLA. 

It was love at first sight, and Bob courted her that 
summer by taking her to Hollywood Bowl concerts— 
in the 50£ seats. (To this day, they continue to attend 
regularly—now in box seats.) They were engaged 
during Christmas that year and were married in Au- 
gust 1955, just before he started medical school. By the 
end of his first year in medical school their first child, 
John, was born. William, their second child, was born 
shortly after Bob started his internship, and James, 
their third child, was born in 1963 during Bob’s 
residency at UCLA. Some years later, Robby was 
born—the fourth son in a row. 

As a resident, Bob endeared himself to all who knew 
him. He was outgoing and warm and had the ability to 
make friends easily. These characteristics, in addition 
to his sensitive, outstanding work with patients, 
prompted me to appoint him chief resident during his 
fourth year at the UCLA Neuropsychiatric Institute 
and to give him an appointment as a junior faculty 
member. He very generously credits me with having 
been a strong influence in directing the course of his 
career. 

On July 1, 1964, Bob joined the U.S. Navy as a 
lieutenant commander and was assigned to the San 
Diego Naval Hospital. He served for 2 years, in the 
second year as chief of outpatient psychiatry. It was 
while he was in the Navy that the second great tragedy 
of his life occurred—the death of 2-year-old James by 
accidental poisoning. Bob and Jan have never com- 
pletely recovered from this terrible experience of losing 
a child. It was not just the loss and grieving, but the 
feeling of guilt that such a thing had been allowed to 
happen. Bob related how, much later, he dreamt that 
his mother and son were alive. Bob and Jan received 
support from each other and counseling from friends 
and colleagues. One close friend, a child psychiatrist, 
flew across the country to talk to the older children 
about the tragedy and to help them express their 
feelings. Bob completed his 2 years in the Navy and 
returned to UCLA in July 1966 as an assistant profes- 
sor and immediately assumed responsibility for coor- 
dinating the residency program. 

From that point on, Bob’s career in psychiatry was 
one of steady academic advancement and organiza- 
tional involvement that eventually led to his becoming 
President of APA. By 1978 he had advanced to the 
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rank of full Professor in the Department of Psychiatry 
at UCLA Neuropsychiatric Institute. 

With a unique ability to be involved in many dif- 
ferent activities at the same time, in addition to the 
teaching and other academic and administrative de- 
mands, Bob managed to be a founding member of the 
American Association of Directors of Psychiatric Res- 
idency Training and the American Association of 
General Hospital Psychiatrists. Five years after being 
elected to fellowship in the American College of Psy- 
chiatrists, he was serving as its President; he also 
served for years before and afterward on its Board of 
Regents. He was also active in the American Psycho- 
somatic Society, the Association of Academic Psychi- 
atrists, the Pacific Rim College of Psychiatrists (which 
he helped form), and the Southern California Psychi- 
atric Society, which honored him by electing him 
President in 1975, 

He has been the recipient of many honors. As a 
resident, he was awarded the Gold Medal for Scientific 
Writing by the Academy of Psychosomatic Medicine in 
1963 for his report on “Therapy of Ulcerative Colitis 
in Children" (1). Other honors came from the Los 
Angeles Community Cancer Control Organization, the 
APA Assembly (where he was the Speaker in 1980), 
and the American College of Psychiatrists after his 
term as President. 

Although Bob had joined APA as a resident in 1962, 
it was not until 1973 that his active involvement in the 
organization began. He was Director of Residency 
Education at UCLA at the time and was appointed to 
the APA membership committee and to the faculty of 
the 25th Institute on Hospital & Community Psychi- 
atry. From there on, his involvement became more 
intense and included serving in the Assembly of Dis- 
trict Branches and on committees concerned with 
reorganization, personnel policies, long-range plan- 
ning, insurance for mental illness, the APA Biograph- 
ical Directory and Manpower Survey, budget, nomen- 
clature, and the Key conferences. He often served as 
committee chair. Eventually, he served as Chair of the 
Councils on National Affairs and Internal Organiza- 
tion and the Joint Reference Committee and as a 
member of the Board of Trustees (and its Executive 
Committee) before his election as Vice-President in 
1982 and President-Elect in 1985. At the annual 
meeting in 1986 he became President. 

The adjectives most used in describing Bob by those 
who know him are “warm,” "friendly," "sincere," 
“interested,” “generous,” and “kind.” He is admired 
for his ability to make friends with people of all 
cultures. He is cordial, no matter how pressed. He can 
be expected to give a sympathetic and reasonable 
consideration of any issue. His personality has served 
him well on the innumerable committees he has 
chaired. He is polite, unbiased, and willing to listen to 
any position. He is sensitive to others’ feelings and so 
diplomatic that some of his close friends have com- 
plained that sometimes they can’t decide which side of 
a controversy he is on. His reputation is enviable. 
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There is no one I know who speaks badly of him. He 
is remarkable at avoiding alienation or factionalism. 

As APA President, Bob contributed to resolving 
conflicts between the Assembly and Board of Trustees 
and had to deal with objections that were raised about 
adding the diagnoses of premenstrual dysphoric disor- 
der and masochistic personality disorder to the revi- 
sion of DSM-III. There was fear that all abused 
women would be given a diagnosis of a personality 
disorder and that women with premenstrual tension 
would be considered mentally ill. Controversy sur- 
rounding the publication of a treatment book by APA 
was met by the decision to issue it as a task force 
report. While the need for a guide to treatments for 
specific disorders was admitted, Bob was sympathetic 
to the fear that psychiatrists had been “‘cookbooked,” 
while realizing that if they did not write standards, 
bureaucrats or health care organizations would. 

He saw how psychiatrists who are held responsible 
in the final analysis for the quality of care were 
confronted with the problem of interference from 
government and business in their attempts to deal with 
rapidly escalating costs. APA was also obliged to deal 
with the increasingly high cost of professional liability 
insurance, which resulted in part from the grossly 
excessive judgments that the courts were awarding. 

Major successes achieved by APA during Bob’s term 
of office were the work with Congress in trying to 
reverse the discrimination against medical payment 
coverage for psychiatric disorders and the integrations 
of effort with the AMA to ensure that comprehensive 
mental health benefits were at parity with those for 
physical illness. One indication of improved collabo- 
ration with the AMA is the inclusion now of two APA 
members on AMA councils. 

Bob advocated closer ties with the AMA and hoped 
they would lead AMA to lend its weight to dealing 
with the issues and problems confronting psychiatrists 
and induce more psychiatrists than the current 30% to 
join the AMA (as he did). He was troubled by the 
misrepresentation of psychiatry in the media and urged 
action to eliminate it. As his presidential theme, he 
chose “Psychiatry in Medicine,” reflecting his dedica- 
tion to the full acceptance and integration of psychia- 
try as a medical specialty. 

Bob has had occasion to witness psychiatry being 
criticized or ignored by medical colleagues and has 
devoted his energies to a better recognition of the role 
of emotional factors in illness. The major portion of 
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his professional activities has been in teaching and 
research in this area. He developed the Consultation- 
Liaison Service at UCLA and achieved closer integra- 
tion of psychiatry and medicine. 

He has earned the respect of medical colleagues on 
other services and is often called upon for assistance in 
their dealings with patients who have emotional dis- 
orders that are superimposed on physical illnesses. He 
is deeply concerned with the provision of good patient 
care and is truly eclectic in his approach. 

He has not only written extensively on various 
aspects of the mind-body interaction but has been 
invited by agencies and institutions in many countries 
to give lectures and consultations. He serves on the 
editorial boards of many professional publications. 
His scientific articles number over 100, he is the author 
of nine books and monographs and numerous audio- 
visual tapes, and he is a reviewer for a number of 
psychiatric journals. 

In his present position as Director of Adult Psychi- 
atry at UCLA Neuropsychiatric Institute, Bob is re- 
sponsible for three adult units, a large outpatient 
program, the Consultation-Liaison Service, the Admit- 
ting and Evaluation Service, and the Adult Day Treat- 
ment Service. His main interest, psychosomatic medi- 
cine, goes back many years to his report “The Therapy 
of Ulcerative Colitis” in children. 

He is optimistic about the future of psychiatry and 
believes that the many recent technological develop- 
ments in brain imaging and psychopharmacology will 
contribute to the much needed remedicalization of 
psychiatry. 

Like his father, he worked with his lovely, loving 
wife to provide a happy, supportive home for their 
three sons. He is also like his father in his long-term 
interest in the Boy Scouts and his service as Scoutmas- 
ter of Los Angeles Troop 36 for 7 years when his boys 
were young. The two older boys are married, and the 
youngest attends Tulane University. 

It has been my pleasure to have been associated with 
Bob from the time he first applied for his residency at 
UCLA. He and Jan have been a joy to know and are 
well deserving of all the good things that are said about 
them. 
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A Neuropsychological Hypothesis Explaining 
Posttraumatic Stress Disorders 


Lawrence C. Kolb, M.D. 


The author reports findings from recent 
psychophysiological and biochemical research on 
Vietnam combat veterans with chronic posttraumatic 
stress disorder. Applying these data and the analogy 
of the known functional and structural defects in the 
peripheral (cranial) sensory system consequent to 
high-intensity stimulation, he hypothesizes that 
cortical neuronal and synaptic changes occur in 
posttraumatic stress disorder as the consequence of 
excessive and prolonged sensitizing stimulation 
leading to depression of habituating learning. He 
postulates that the "constant" symptoms of the 
disorder are due to the changes in the agonistic 
neuronal system which impair cortical control of 
hindbrain structures concerned with aggressive 
expression and the sleep-dream cycle. 

(Am J Psychiatry 1987; 144:989—995) 


ontroversy continues to rage over the posttrau- 

matic stress disorders. Are the symptoms evidence 
only of a consistent process set in motion following 
any major threat to one’s security? Does the condition 
merit consideration as a clinical entity to be classified 
separately in our diagnostic scheme? Are the stress 
disorders merely variants of other personality disor- 
ders? Is massive psychological trauma the etiologic 
agent? May the condition be induced in adulthood 
without preceding genetic and/or constitutional deter- 
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minants or early traumatic experiences? In short, are 
the phenomena of the stress disorders only reflections 
of psychological processing of information signifying 
existential threat, or are they representative of other 
(possibly preceding) psychopathological and/or neural 
changes? 


RECENT CLINICAL OBSERVATIONS 


It is my work over the past 9 years with men who 
have come to suffer the severe forms of chronic 
posttraumatic stress disorder that I shall report in this 
paper. Due to my World War H clinical experiences in 
diagnosis and treatment of patients with acute combat- 
induced posttraumatic stress disorders, it was possible 
for me to quickly recognize the chronic and delayed 
forms of these disorders in many hospitalized men. 
The data to be reported here come from personal 
examination and engagement in treatment of more 
than 300 Vietnam veterans with chronic or delayed 
posttraumatic stress disorder, 10 prisoners of war of 
World War II, and a sizable number of patients whose 
chronic and delayed posttraumatic stress disorder 
from the Korean and World War II conflicts had been 
missed—as well as many noncombatant Vietnam-era 
veterans without posttraumatic stress disorder in hos- 
pital in- and outpatient services. The majority of these 
patients had experienced long and high-level combat 
exposure. My impression is that the more disabled 
patients, with predominantly dissociative, “catete- 
noid,” or psychosomatic symptoms, have come or 
have been brought to the hospital services for years. 

Among the earlier and more severely disturbed 
patients were a number of men with socially impairing 
dissociative states (flashbacks) or panic attacks. Many 
indicated the persistence of a startle reaction with 
associated physiological arousal on exposure to sharp 
sounds produced by helicopters or other explosive 
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noises. When pushed to describe their combat experi- 
ence, these men often provided sketchy accounts with- 
out associated affect. 

For 18 of these patients, treatment using a modified 
form of narcosynthesis directed at verifying the exist- 
ence of repressed emotion was initiated to provide 
emotional “de-repression.” An audiovisual recording 
of these patients’ behavior during the treatment was 
made to be used as confrontation in later psychother- 
apy. The narcosynthetic technique was also modified 
to test the existence of a conditioned emotional re- 
sponse. Rather than verbal suggestion, which was used 
in treatment of severely, acutely disturbed patients 
during World War II, each patient was exposed to a 
brief train of combat sounds as the initiating stimulus 
for abreaction. 

Fourteen of the 18 men exposed to a moderate- 
intensity combat sound stimulus of 30 seconds while in 
arousable pentobarbital anesthesia immediately re- 
sponded with time regression and reenacted a Vietnam 
combat experience with intense emotional abreaction 
of the affects of fear, rage, indignation, sadness, and 
guilt. No responses were elicited by musical stimuli or 
by silence, and two noncombat veterans exposed to the 
sound train also failed to abreact. The characteristics 
of this group of men and their responses have been 
described in some detail elsewhere (1). The emotion- 
ality was so evident during abreaction that an effort 
was made to monitor various physiological systems. 
No clear-cut abnormalities were discovered in the 
subnarcotic state, presumably because the injected 
drug obscured related organ responses during the 
emotional storm. 


RECENT PSYCHOPHYSIOLOGICAL RESEARCH 


To examine the hypothesis that autonomic arousal 
did indeed occur following the startle reactions on 
exposure to a meaningful sound stimulus reminiscent 
of combat, I initiated a collaborative study with Prof. 
Edward Blanchard of the Stress Laboratory of the 
State University of New York at Albany. Initially, he 
and his colleagues, Thomas Pallmeyer and Robert 
Gerardi, exposed 12 combat veterans who met the 
operational criteria of DSM-III for posttraumatic 
stress disorder to a train of combat sounds of varying 
intensity given at varying times and interspersed with 
periods of music and silence (2). The veterans were in 
a fully conscious state, and their diastolic and systolic 
blood pressure, heart rate, finger-tip skin temperature, 
and galvanic skin reflex were monitored. In addition to 
the combat sounds, the subjects were also exposed to 
an arousal sound. They were also given an intellectual 
stress test and a variety of standardized psychological 
tests. Their responses to these instruments were com- 
pared with those of control subjects tested in precisely 
the same manner. The control groups consisted of 10 
Vietnam combat veterans without posttraumatic stress 
disorder, 16 Vietnam-era noncombat veterans (12 
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with and four without psychiatric disorders), 11 same- 
aged university students, and 14 civilians with other 
anxiety disorders. Since that study, Blanchard et al. (3) 
have examined a total of 91 combat veterans—57 with 
and 34 without posttraumatic stress disorder. 

All participants took the following psychological 
tests: State-Trait Anxiety Inventory, Beck Depression 
Inventory, and Buss-Durkee Hostility Scale (2). The 
veterans scored significantly (p<.001) higher than 
control subjects on all measures, indicating more pa- 
thology. 

The physiological data analyzed to date have yielded 
the most interesting findings. Analyses of the six 
physiological responses revealed three statistically sig- 
nificant (p<.001) differences between the veterans 
with posttraumatic stress disorder and the control 
subjects: heart rate, systolic blood pressure, and dias- 
tolic blood pressure. In each instance the veterans with 
posttraumatic stress disorder showed more arousal in 
response to the combat sounds than did the control 
subjects. The arousal of many men was so distressing 
personally that they terminated the experiment at low 
levels of sound intensity. The later study (3), using a 
single cutoff rate for highest heart rate response fol- 
lowing exposure to combat sounds, found that heart 
rate response alone accurately identified 40 (70.2%) of 
the 57 combat veterans with posttraumatic stress 
disorder and 30 (88.2%) of the 34 combat veterans 
without posttraumatic stress disorder. Using this cutoff 
resulted in only six false-positives among the 34 vet- 
erans without the disorder. Four of these false-posi- 
tives would have met the diagnostic criteria for 
posttraumatic stress disorder in the past and were 
therefore considered clinically remitted. Further anal- 
ysis using the other physiological measures is now 
underway in this group of veterans. 

There are two other reports of psychophysiological 
assessment of combat veterans with chronic posttrau- 
matic stress disorder. Dobbs and Wilson (4) compared 
the psychophysiological responsivity to audiovisual 
stimuli of two groups of World War II veterans with 
the chronic posttraumatic stress disorder of combat 
(13 men considered socially compensated and eight 
men considered socially decompensated some 10 years 
after their war experiences) with that of a group of 10 
noncombatant university students. Increases in pulse 
and respiratory rate as well as a decrease in alpha 
rhythm occurred in the vast majority of the combat 
veterans when exposed to the audiovisual stimuli but 
not in the control group. Many of the men in the 
socially decompensated group were unable to com- 
plete the test, leaving the experimental setting before 
the sound stimulation was completed. 

Malloy et al. (5) compared the physiological re- 
sponses of 10 Vietnam combat veterans with posttrau- 
matic stress disorder, 10 noncombat veteran control 
subjects, and 10 psychiatric inpatients without post- 
traumatic stress disorder. As stimuli they presented 
both combat-related and noncombat audiovisual 
scenes. 
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Physiologically, during exposure to the combat 
stress scenes the veterans with posttraumatic stress 
disorder showed an increase in heart rate and skin 
resistance; these increases did not occur in either group 
of control subjects. Multivariate analyses of the vari- 
ous physiological, behavioral, and self-report observa- 
tions successfully discriminated all of the Vietnam 
combat veterans with posttraumatic stress disorder 
from all of the control subjects. 

To summarize, three entirely independent and unre- 
lated studies of American combat veterans from two 
wars with the clinical symptoms of posttraumatic 
stress disorder exhibited more abnormal behavioral 
and physiological arousal than control subjects from a 
variety of groups when exposed to meaningful stimuli 
reminiscent of combat (6). Thus, psychophysiological 
assessment offers strong potential not only for diag- 
nostic identification of a special subgroup of patients 
with war-induced posttraumatic stress disorder but 
also for assessment of the severity of the disorder. The 
total number of subjects with posttraumatic stress 
disorder now tested from the three studies equals 88, 
and the number of control subjects is now 64. 


SIGNIFICANCE OF FINDINGS 


These findings define a subgroup of combat veterans 
with chronic, delayed, or remitted forms of posttrau- 
matic stress disorder who have a persisting condi- 
tioned emotional response to stimuli reminiscent of 
battle. We may postulate that in such men there exists 
not only an ongoing perceptual abnormality (impair- 
ment of the ability to discriminate specific sensory 
inputs associated with the traumatic event) but also 
excessive autonomic arousal of central adrenergic or- 
igin. 

Two other research studies suggested abnormal 
physiological functioning in posttraumatic stress dis- 
order. Wenger (7) carried out extensive psychophysi- 
ological testing to examine the assumption that differ- 
ences in autonomic balance existed between 298 
World War II combat flyers convalescing from what 
was then designated in the Air Force as “operational 
fatigue" and 482 aviation students in training who had 
not yet been to combat. He recorded without stimula- 
tion 20 different tests of autonomic function and found 
that nine attained differential statistical significance 
and supported his hypothesis that excessive sympa- 
thetic function is characteristic of operational fatigue. 

Mason et al. (8) reported on separating out neuro- 
chemically a group of nine men with posttraumatic 
stress disorder and depression from 10 others with 
major depressive disorders. The former had unusually 
high urine levels of norepinephrine as well as a dis- 
criminating norepinephrine-cortisol ratio. 

Pertinent here are some clinical observations re- 
ported in a paper cited earlier (6). Of seven men whom 
I had instructed to use a tape of combat sounds for 
desensitization (initially to be played at subliminal 
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intensities), none was able to do so without arousing 
somatic responses. One, angered at his failures, played 
the tape at high intensity on his sound systera, disso- 
ciated cognitively, and in a violent rage tore apart his 
workroom. Beyond that, the long-term follow-up of 
patients in continuing treatment has demonstrated 
time and again the recrudescence of the constant 
symptoms of the condition, as defined by Kardiner and 
Spiegel (9). These symptoms arise in the face of either 
a current stressful life event involving threat or loss— 
arousing once again emotions of terror, sadness, or 
anger—or a threat to the individual's own body by acute 
illness or an accident. On exposure to such stimuli, 
patients with posttraumatic stress disorder respond 
with immediate and excessive physiological arousal, 
particularly in their cardiovascular and neuromuscular 
systems, and are at risk for cognitive dissociation. 

We have, then, a clinical condition induced »y either 
a single massive psychological assault or by recurrent 
or continued exposure to experiences associated with 
violent death, destruction, and/or mutilation cf others, 
which induce high-intensity emotional arousal. The 
emotions of fear, terror, and helpless despair are 
followed by a number of constant yet repetitive behav- 
ioral, cognitive, and physiological processes. in many, 
withdrawal from exposure, nonrecurrence of expo- 
sure, or avoidance of memory-arousing expcriences 
similar to the initial stressing events is followed by 
extinction of these phenomena. In some the extinction 
is only partial; somatic arousal still may be observed 
when the gross clinical symptoms have remittec. Other 
patients go on to suffer delayed, recurrent, o~ persist- 
ent display of the consequences of the overwhelming 
emotional assault. I emphasize “emotional” and not 
“psychological.” Emotion implies stimulus facilita- 
tion. Depending on the intensity of stimulation, it may 
facilitate or destroy cognitive processing. Among those 
who fail to recover from the initial assault are 2 group 
who suffer recurrent or persistent clinical symptoms 
and demonstrate evidence of a conditioned emotional 
response. 


CONDITIONED FEAR IN ANIMALS 


Much has been learned about conditioned fear in 
animals that seems directly relevant here. Directly 
pertinent to chronic posttraumatic stress disorder are 
the studies of Anderson and Parmenter (10} of the 
long-term effects of experimentally induced neurosis in 
animals. These researchers followed both sheep and 
dogs over 12 years after induction of experimental 
neuroses in which electric shock was used as the 
unconditional stimulus and the sound of a metronome 
was used as the conditioning stimulus. The long-term 
behavioral and physiological hyperactivity of these 
animals was remarkably similar to that noted in the 
chronic posttraumatic stress disorder of combat veter- 
ans with conditioned emotional response. This hyper- 
activity included hyperalertness to touch, the startle 
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reaction to sound (crouching, trembling, running, and 
even defecation), a “set” toward overreaction, gener- 
alization of the reaction to other stimuli, and restless- 
ness. Some animals later developed a state of immo- 
bility when placed in the experimental room, as 
though they were afraid to move. Also noted in these 
animals over a period of years was continued ‘catdiac 
and respiratory dysfunctions. Tachycardia occurred 
when the animals were brought to the laboratory, 

In their work on traumatic avoidance learning in 
animals, Solomon and Wynne (11) stated, “In the case 
of intense anxiety established with the support of an 
initial pain-féar reaction, we believe that the classically 
conditioned responses have become incapable of com- 
plete extinction.” Further, they postulated a relatively 
permanent "decreased threshold phenomenon or sen- 
sitization phenomenon," which leads to “an increase 
in probability of occurrence." 

That environmental experiences provide the sensory 
stimulation on which both functional and anatomical 
development of the brain depends is now clearly 
evident from neurobiological research. These findings 
became possible only through the advances in electro- 
physiological, neurochemical, and imaging techniques. 
For instance, Hubel and Wiesel (12) demonstrated that 
the visual cortex (area 17) of both cats and macaque 
monkeys fails to develop physiologically if they are 
deprived of monocular vision at critical periods of 
early life. Neurons from the opposite geniculate nu- 
cleus tend to grow into visually deprived and undevel- 
oped columns of cortical dominance. These findings 
suggested to the researchers that a form of competitive 
interaction takes place between the neuronal growth of 
the two opposing visual pathways. Stimuli from the 
eye not deprived of vision induce electrophysiological 
activity in the maldeveloped area. These maldevelop- 
ments were confirmed neuroanatomically by autora- 
diographic techniques. 

Studies of learning processes in the simple nervous 
system of the snail Aplysia californica by Kandel (13) 
have made it clear that synaptic function changes 
depending on the nature of the learning process. Thus, 
during habituation of the gill reflex of Aplysia, when 
the animal learns “to recognize and ignore a particular 
stimulus because its consequences are trivial” (a prim- 
itive form of perception), many synaptic connections 
become inactive without the intervention of reverber- 
ating circuits as in a closed set of neurons. Kandel’s 
studies on sensitization learning are particularly rele- 
vant to questions related to posttraumatic stress disor- 
der. Sensitization enhances the animal’s attention to 
threatening stimuli. It involves postsynaptic facilita- 
tion mediated by axo-axonic synapses. If habituation 
has been achieved, sensitization reverses the presynap- 
tic and behavioral depression produced by either 
short- or long-term learning. Although change is evi- 
dent electrophysiologically, it is not now fully under- 
stood what occurs at the synaptic terminals during the 
learning process. Kandel suggested that neurochemi- 
cal changes must occur at synaptic connections with- 
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out gross neuroanatomical rearrangement. Kandel's 
sensitization experiments have not been carried to the 
point of excessive stimulation over long periods of 
time. 

Reiser (14) recognized the relationship between the 
new neurobiological understandings and psychological 
processing and illustrated this in an analysis of a 
typical case of social stress. My clinical and research 
data derive from the consequence of overwhelming, 
often repeated catastrophic stress. Such stress requires 
that we go beyond the ordinary learning experiences or 
their absence and examirie the consequences of exces- 
sive sensitizing stimulation on the neural structure. 


NEURONAL EFFECTS OF HIGH-INTENSITY 
STIMULATION 


That excessive external stimulation might affect 
neuronal structure has been postulated in the past. 
Freud (15) described a "stimulus barrier" consisting of 
a series of neuroanatomical structures—including the 
skin, the peripheral sense organs, and an internalized 
neuronal layer—developed to protect organisms from 
excessive and destructive external stimulation. Miller 
(16) brought together the physiological and psycholog- 
ical data pertaining to excessive stimulation under the 
rubric of overload of information processing. In gen- 
eral, the data indicate that as information input in- 
creases, information output initially increases but 
gradually falls behind at the level of channel capacity. 
With further increases in input, output decreases to 
complete nonfunction and psychological confusional 
states occur. Before that, a variety of efforts at adap- 
tation to overload take place; these are evident in 
obvious errors, omissions, etc. Possible central neuro- 
nal structural (neuroanatomical) change as the result 
of such overload has not been studied. 

Nevertheless, both clinical and laboratory data exist 
that demonstrate both functional and structural 
change following high-intensity stimulation of the 
peripheral nervous system. The known consequences 
of such stimulation for the acoustic system provide an 
excellent model to conceptualize central neuronal 
change. Clinical observations (17, 18) have established 
that such stimulation—either remittent or of long 
duration— causes deafness of varying types and dura- 
tion. Clinically, such loss of function may occur 
acutely, may be temporary, or may be permanent; 
these outcomes relate to both the intensity and the 
duration of the sound stimulation. Thus, volunteers 
exposed to 110 to 130 decibels for periods of 1 to 64 
minutes consistently develop temporary high-tone 
hearing loss. In animal experimental studies of induced 
noise deafness after excessive sound stimulation, light 
microscopy has demonstrated initial changes in the 
external hair cells in the form of deformation of 
swelling of the cell body. With more severe injuries, 
other cells (pillar, Deiters’ and Hensen's), including the 
internal hair cells, are damaged, and eventual cochlear. 
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neuronal atrophy ensues. A variety of neuronal bio- 
chemical changes have also been identified as follow- 
ing the stimulus trauma. From these studies it has been 
suggested that moderate intensities of acoustic stimu- 
lation lead to increased metabolic activity. If excessive, 
the changes proceed to exhaustion of enzymes and 
glycogen stores, diminished oxygen tension, decreased 
energy output, irreversible anatomical change, and 
permanent deafness. 

The emerging evidence of the existence of psycho- 
physiological, neuroendocrine, and neurochemical ab- 
normalities in chronic posttraumatic stress disorder 
outruns the potential of the current psychological 
explanations derived from psychoanalytic or learning 
theories. Confronted with the phenomenology of acute 
cases of war neuroses, Freud (19) stated, “The war 
neuroses insofar as they are distinguished from the 
ordinary neuroses of peacetime by special characteris- 
tics are to be regarded as traumatic neuroses whose 
occurrence has been made possible by a conflict in the 
ego.” The conflict was perceived as occurring between 
the individual’s striving to maintain his moral integrity 
as a soldier against the drive for self-preservation. The 
breakdown was perceived as due to the overwhelming 
of the psychological defensive structure of the exposed. 
Plagued by the challenge to both dream and libido 
theory in the face of the repetitive dreams and night- 
mares of combat, psychoanalysts later offered the drive 
for mastery through repetition as an explanation for 
these symptoms as well as for related neurotic and 
characterological changes (20). 

From their examination of many patients with 
chronic war neurosis from World War I, Kardiner and 
Spiegel (9) came to the conclusion that the condition 
was a “physioneurosis.” They suggested that the star- 
tle reaction seen in the patients with chronic neurosis 
was due to “conditioning” and that the existence of 
this pattern was central to understanding patients with 
chronic disorders as the cause of the irritability and the 
psychosomatic symptoms. To them, the chronic war 
neurosis was different from social neurosis in that the 
central focus of distress in the former rested in the 
individual’s difficulty with his body image—his so- 
matic functioning—and not with social conflict. The 
personality reactions were considered secondary and 
reactive to the physioneurosis. This hypothesis more 
satisfactorily covers most of the criteria needed to 
explain the observed symptoms than do others. 

Dobbs and Wilson (4) concluded that there existed 
“remarkable similarity of the behavioral and physio- 
logical responses of the war neuroses to those pro- 
duced experimentally in animals through condition- 
ing.” They suggested that sounds and sights simulating 
those of combat serve as conditioned stimuli to induce 
the self-preservative emotional responses of fight, 
flight, or paralysis, which become the conditioned 
responses. They did not attempt to explain the coex- 
isting personality reactions of their patients. 

Elaborating on this hypothesis, Keane et al. (21) 
offered a two-factor learning theory of psychopathol- 
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ogy to explain posttraumatic stress disorder psychopa- 
thology. Their two-factor theory relies both on symp- 
tom explanation through classical conditioning 
(through association a fear response is learned) as well 
as on instrumental learning principles (individuals 
learn to avoid cues that arouse emotion). This hypoth- 
esis accounts for the startle reaction in posttraumatic 
stress disorder as well as its arousal by a variety of 
stimuli that the individual has associated with the 
traumatic event—sounds, smells, and a wide variety of 
visual perceptions, including people. Keane et al. rec- 
ognized that posttraumatic stress disorder victims dis- 
play a much wider range of symptoms in that they 
respond to other crises not associated with the event. 
To explain this phenomenon, they invoked higher- 
order conditioning and generalization for those symp- 
toms not definable by their two-factor theory. I have 
discussed and critiqued these various explanations in a 
paper presented during a National Institute of Mental 
Health workshop on delayed effects of posttraumatic 
stress disorders held in April 1986. 


À NEUROPSYCHOLOGICAL HYPOTHESIS 


Using the analogy of the effect of excessive stimula- 
tion on the contact barrier leading to change in 
neuronal function and/or structure, we can easily 
accommodate the symptoms and signs of posttraumat- 
ic stress disorder within traditional neuropsychological 
theory (22). The primary result of excessive emotional 
stimulation is its effect on the function and perhaps the 
structure of the cortical neuronal barrier, particularly 
as it concerns control of aggressivity. Such stimulus 
overload occurs when the human organism's capacity 
to process information signaling threat to life over- 
whelms the cortical defensive structural processes con- 
cerned with perceptual discrimination and effective 
adaptive responses for survival. Such stimulation may 
be thought to first lead to synaptic changes related to 
the process of neurophysiological sensitization, as de- 
scribed by Kandel (13). If continued at high intensity 
and repeated frequently over time, the processes may 
lead to depression of those synaptic processes which 
permit habituation and thus discriminative perception 
and learning. As Kandel has suggested, subtle 
neurochemical changes may occur in synaptic func- 
tions that currently defy detection by available meth- 
ods. We cannot exclude the potential of actual 
neuronal death. Sapolsky et al. (23) reported hip- 
pocampal neuronal death in cells with high glucocor- 
ticoid receptors—interpreted as the result of response 
to stress over time. 

The neuronal synaptic structures affected are prob- 
ably located in the temporal-amygdaloid complex con- 
cerned with agonistic behavior; these structures are 
stressed by recurrent intensive stimulation. They may 
recover, be temporarily impaired, or undergo perma- 
nent change, which is known to occur in the peripheral 
(acoustic) sensory system. 
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In terms of clinical expression in behavior, the 
individual reverts (regresses) to a state of hypersensi- 
tivity in which a multitude of stimuli, both internal and 
external, lead to arousal. Recurrent intensive emo- 
tional arousal both sensitizes further and simulta- 
neously disrupts those processes related to learning 
and habituation. This leads to reappearance or inten- 
sification of existing symptoms. 

With excessive cortical sensitization and diminished 
capacity for habituation of the agonistic neuronal 
system, lower brainstem structures, such as the medial 
hypothalamic nuclei and the locus ceruleus, activated 
by the neurotransmitter norepinephrine (24), escape 
from inhibitory cortical control. Through their exten- 
sive cortical and subcortical connections, they, in turn, 
repeatedly reactivate the perceptual, cognitive, affec- 
tive, and somatic clinical expressions related to the 
original traumata. Thus, in the face of perceived 
threats there occurs excessive sympathetic arousal— 
including neuroendocrine disturbances as well as be- 
havioral expressions of rage and irritability and repet- 
itive cortical reactivation of memories related to the 
traumatic events. The latter are projected in the day- 
time as intrusive thoughts and at nighttime in the 
recurrent traumatic nightmares of posttraumatic stress 
disorder in all forms. The “constant symptoms” of 
posttraumatic stress disorder, then, are explainable as 
expressive of cortical synaptic change related to those 
processes which underlie sensitization, learning, and 
habituation. 

It may well be that other central neuronal changes 
occur that underlie certain other features of chronic 
posttraumatic stress disorder. Hoppe and Bogen (25) 
have likened the alexithymia of commissurotomized 
patients to that of survivors of the Nazi concentration 
camps (chronic posttraumatic stress disorder) and 
psychosomatic patients. 

The hypothesis presented here of functional change 
in neuronal and synaptic cortical processing of intense 
memories of aversive stimulation allows an under- 
standing of the variegated symptom expressions of the 
condition. We may define the symptoms of posttrau- 
matic stress disorder as 1) impaired perceptual, cogni- 
tive, and affective functions, 2) release of functions, 3) 
reactive affective states and avoidance behaviors, and 
4) restitutive symptoms and behaviors. 

The primary symptoms, due to cortical neuronal 
change, are those of impairment of perceptual discrim- 
ination, lessened capacity to control agonistic im- 
pulses, and, perhaps, affective blunting. Discrimina- 
tion of threatening stimuli is less accurate, as 
demonstrated in the increased sensitivity to a multi- 
tude of external cues associated by conditioning to the 
threatening traumatic incident or incidents. 

The symptoms of release, due to excessive activation 
of hindbrain centers, are the “constant” symptoms of 
the condition. These are the startle reaction (condi- 
tioned emotional response), irritability, hyperalertness, 
intrusive thinking, repetitive fearful nightmares and 
dreams of the event, and the various psychophysiologi- 
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cal expressions of the startlé reaction or conditioned 
emotional response—expressed subjectively as palpita- 
tions, panic attacks, and other pains, including head- 
ache, nausea, vomiting, and diarrhea. 

“Delay,” intensification of symptoms, and dissocia- 
tion may be recognized as expressions of primary 
cortical functional impairment. Each successive arous- 
al of aggressive emotion by exposure to external 
stimuli or social incidents arousing the traumatic com- 
plex, if intense enough to overwhelm the central 
controls, leads to activation of the lower centers, 
which in turn reactivates the cortical areas related to 
emotions and memory. Highly intense arousal, as in 
terror, widely disrupts cognitive functioning and pro- 
duces dissociative behaviors. 

It is the inescapable recurrence of the physiological 
disturbance that affects personality organization and 
stability. The repeated reminders of the traumatic 
event associated with somatic symptoms disrupt the 
sufferer’s body image and self-concept. Subsequent 
cognitive processing induces the reactive symptoms, 
which present as various avoidance behaviors and a 
chronic dysphoric-anxious state. Thus, one sees avoid- 
ance behaviors such as social withdrawal, distancing 
from others, alcohol and drug abuse, or compulsive 
activities (including work) and affective disturbances 
(depression, survival guilt, and shame with suicidal 
ideation). These symptoms cause diagnostic difficulty 
only when examiners fail to probe for the primary 
symptoms mentioned heretofore in this paper. 

Additional intrapsychic attempts lead to restitutive 
symptoms and behaviors as the individual recognizes 
his deficiencies in social relations due to loss or fear of 
loss of control of aggressive behavior. In conflict, he 
musters up whatever personality resources and psy- 
chological defenses are available to him. The sufferers 
are often thought to have a personality disorder. Lindy 
and Titchener (26) emphasized that character change 
is to be expected after exposure to overwhelming 
personal disasters. 

As for predisposition to develop the chronic form of 
posttraumatic stress disorder and its variable impair- 
ment of psychosocial functioning, I now classify all 
patients as having severe, moderate, or mild forms of 
the disorder. These classifications depend on the num- 
ber of symptoms, their expression, and evidence of the 
conditioned emotional response as well as the poten- 
tial for later intensification of symptom expression on 
re-exposure to emotional stress. If change has occurred 
through excessive stimulation, future processing of 
such messages will vary according to the extent of 
sensitizing change brought about by the excessive 
traumatic stimulation as well as the number of acti- 
vated neurons available. 

Younger persons are said to be more susceptible to 
the development of posttraumatic stress disorder. They 
have had less experience and therefore, perhaps, less 
neuronal activation. Older persons, who are also more 
susceptible, are already undergoing neuronal inactiva- 
tion. As for the reported greater resistance of military 
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officers to developing posttraumatic stress disorder, we 
may presume that their neuronal network is numeri- 
cally larger than that of nonofficers and, through 
education and diverse experiences, better evolved and 
integrated and therefore more flexible. Persons who 
have been emotionally traumatized early in life may be 
thought to be at risk for breakdown, depending on the 
intensity and duration of the early life-threatening 
experience. My clinical experience is that surviving 
men who developed symptoms on the combat line and 
were returned to duty only to collapse later have ended 
up with the most severe pathology—the “‘catetenoid” 
states. On the other hand, healthy soldiers who have 
been sensitized to exposure to emotional suffering by 
their near catastrophic experience often develop adap- 
tive social behaviors; their capacity for empathic un- 
derstanding often seems enlarged. 

This neuropsychological hypothesis contains many 
implications for and already has influenced treatment 
planning and procedures (27). It has led to the trial of 
adrenergic blocking agents to attenuate the cardinal 
symptoms of the disorder (28). 


POTENTIAL FUTURE RESEARCH 


Is it possible through research to discover support 
for the hypothesis put forward? Some immediate 
projects come to mind: 

1. Examine with modern imaging techniques the 
physiological and neurochemical processing of mean- 
ingful combat-simulating stimuli and nonmeaningful 
stimuli in combat-induced posttraumatic stress disor- 
der victims and control groups. 

2. Examine particularly the limbic and lower 
brainstem structures with modern neuropathological 
and neurochemical techniques in post-mortem mate- 
rial from combat veterans, concentration camp survi- 
vors, and former prisoners of war with posttraumatic 
stress disorder. 

3. Examine prospectively psychophysiological, elec- 
trophysiological, and neurochemical responses in both 
baseline and arousal status in abused and nonabused 
children. 

4. Carry out similar studies in animals with fear- 
conditioned chronic states. 
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The Theory and Practice of Movie Psychiatry 


Irving Schneider, M.D. 





The depiction of psychiatry in the movies has been 
a source of concern over the years to many in the 
profession who feel that a false picture of 
psychiatrists’ work has been presented to the public. 
In fact, psychiatry in the movies has developed its 
own characteristics, which only occasionally intersect 
with those of the real-life profession. This paper 
outlines the methods and theories of the invented 
profession of movie psychiatry. 

(Am J Psychiatry 1987; 144:996—1002) 


Ez in the twentieth century, movie makers in- 
vented a new profession they called "psychiatry." 
Like its medical namesake, it began tentatively and 
cautiously, but as the years passed it developed a 
momentum and a confidence that made it the mainstay 
of a variety of film story lines and genres. From time to 
time the invented profession, through intent or coinci- 
dence, resembled the real profession of psychiatry, but 
for the most part it created its own nosology, treat- 
ment methods, theories, and practitioners. 

The movies have invented other occupations—den- 
tist, lawyer, cowboy, cops and robbers, priest—but 
psychiatry and the movies have demonstrated a special 
affinity for each other, since to an uncommon extent 
they share an interest in human behavior in general 
and deviations from the norm in particular. Movie 
stories and psychiatric case histories have always 
drawn their content from the same reservoir of height- 
ened emotions and unusual motivations. 

Of course, the depiction of the human drama does 
not require a psychiatrist. Throughout history, drama 
and biography have presented life histories and inter- 
pretations without benefit of an organized psycholog- 
ical system, and medicine has attempted to cope with 
aberrant behavior patterns without recourse to a sep- 
arate specialty. At the dawn of the century, however, it 
became clear that there was a gap in the understand- 
ing, depiction, and treatment of pathological behavior 
which cried out for the invention of a new specialty, 
one that would meet the needs of both science and the 
humanities. 
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Movies and modern psychiatry thrived with the new 
century and, within a very few years, began to take 
note of each other. Some psychiatrists, Kraepelin 
among them, expressed the hope that the filming of 
patients would aid in the understanding of their patho- 
logical states, and film makers hoped that psycholog- 
ical subject matter would help satisfy the public's 
almost insatiable demand for new film subjects. 

The movies’ linkage with psychiatry began not with 
the psychiatrist but with the depiction of a variety of 
patients: the hospital inmates dressed as Napoleon in 
The Escaped Lunatic and Maniac Chase of 1904, the 
homicidal Maniac Barber of 1902, Tbe Kleptomaniac 
of 1905, the infanticidal Maniac Cook of 1909, and a 
host of early drunkards. In 1901 Georges Méliés made 
The Escapees From Charenton (released in Britain as 
Off to Bedlam and in the United States as Off to 
Bloomingdale Asylum), which turned out to be noth- 
ing more than a surrealistic minstrel show—a com- 
ment on the status at the time of both black people and 
mental patients. 

The first movie psychiatrist made his appearance in 
1906 in the form of the imposing but harried superin- 
tendent of Dr. Dippy's Sanitarium. Shortly afterward, 
in 1908, D. W. Griffith, who pioneered so many 
aspects of the movies, depicted the first private, out- 
patient psychiatrist in The Criminal Hypnotist. These 
films merit a close look, for in them the very first 
depictions of movie psychiatrists at work—the outlines 
of the invented profession—are already evident. We 
can already detect, in nascent form, many of the 
characteristic features of the profession that have 
persisted through movie history. 

The Dr. Dippy film is mainly concerned with a 
young man whom the doctor hires as an attendant at 
the sanitarium. The new employee is introduced to the 
four patients who are to be in his care, one of whom is 
a woman; they perform comic lunatic routines and 
then begin to harass him. Finally, the three male 
patients chase him out of the hospital and into the 
country, closely followed by the corpulent Dr. Dippy 
and other attendants. As was characteristic of other 
maniac chase films, the chase ends back at the hospital, 
where the good doctor distracts and soothes the in- 
creasingly violent patients by giving each a pie (the first 
major tranquilizer in the movies?) The attendant 
decides to leave his job. 

With The Criminal Hypnotist, a significant advance 
in movies clearly occurred. Instead of the primitive 


Am J Psychiatry 144:8, August 1987 





story and action of the earlier film, the plot was more 
developed, the acting less broad, and the emotions 
more complex. It opens with a party scene in which a 
young gentleman with a black beard is entertaining 
appreciative guests by hypnotizing several of them, 
including the hostess and her male friend, and inducing 
them to perform silly tasks. The following day, the 
young hostess encounters the hypnotist on the street. 
He immediately hypnotizes her and leads her into his 
apartment. Briefly considering a sexual pass, he turns 
quickly to more immediate business, instructing her to 
steal her father’s money from the desk drawer in which 
he keeps it. In an obvious trance, she goes home and 
starts to take the money, but she cannot bring herself 
to complete the task. She returns to the hypnotist 
without the money, followed by her male friend, who 
is puzzled by her strange demeanor when he encoun- 
ters her on the street. The hypnotist subdues and ties 
up the friend and then deepens the woman’s trance and 
accompanies her to her father’s room. He takes the 
money himself and leaves her behind. When the father 
enters the room, he finds his daughter in a strange state 
and sends for a doctor. The puzzled doctor throws up 
his hands and instructs the maid to fetch a specialist. 
The next scene shows the maid entering a house with 
a shingle on it that identifies the occupant as a “mind 
specialist,” an appellation apparently more meaningful 
to audiences of the day than the term “psychiatrist” or 
“alienist.” The large, stocky, bearded specialist, who is 
seen with his male secretary or nurse, quickly follows 
the maid to the troubled household. He immediately 
recognizes the problem and lightens the trance, pre- 
serving enough of it to enable the young woman to 
lead the two doctors, the father, and a policeman to 
the hypnotist’s lair. As the policeman frees the impris- 
oned friend and takes the villain away, the “mind 
specialist” fully clears the young woman’s mind, and 
she falls happily into her father’s embrace. 

What we see in these films is the emergence, when 
we include the hypnotist, of three distinctly different 
kinds of mental experts. In another paper (1) I have 
called them Dr. Dippy, Dr. Wonderful, and Dr. Evil. 
Each type, as it has evolved in movie history, has 
differentiated into a distinct pattern of practice. 


THREE TYPES OF MOVIE PSYCHIATRISTS 


Hollingshead and Redlich (2), in their study of social 
class and mental illness, delineated two types of psy- 
chiatrists—the directive-organic and the analytical- 
psychological—and described the differences in their 
career patterns. The two types tend to see different 
kinds of patients, use different treatment methods, and 
operate from different theoretical positions. Similarly, 
the three kinds of movie practitioners differ in theory, 
method, and patients treated. 

Dr. Dippy is the familiar comical movie psychia- 
trist—the one who is crazier or more foolish than his 
patients. When his patients are crazy, they are likely to 
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be comically so, but more often than not they are 
either not really sick or, despite their illness, wiser than 
the doctor. Whatever theory Dr. Dippy uses, in his 
hands it lacks or defies common sense. His treatment 
methods tend to be bizarre, impractical, or unusual. 
Fortunately, they seldom do any harm. Some of the 
better-known doctors in this category are Wyrley 
Birch, the Dr. Von Haller of Mr. Deeds Goes to Town 
(1936), who condemns Mr. Deeds but is himself 
exposed as a fool; Fritz Feld in Bringing Up Baby 
(1938); Fred Astaire in Carefree (1938); and more 
recently, Peter Sellers in Whats New, Pussycat? 
(1965); Mel Brooks in High Anxiety (1977); Richard 
Benjamin in Love at First Bite (1979); and Peter 
Bonerz in Serial (1980). 

Dr. Wonderful was a more recent arrival on the 
movie scene. Perhaps because few film makers had any 
real experience with psychiatry before the late 1930s 
and early 1940s, or because of the obvious difficulty in 
depicting the talking cure in the age of silent movies, 
the dramatically successful presentation of the work of 
psychiatry, with few exceptions, had to wait for the 
1940s. However, once Dr. Wonderful appeared on the 
scene, there was an avalanche of films depicting his 
work. 

As he evolved, several aspects of Dr. Wonderful’s 
career pattern became increasingly clear. To begin 
with, he is invariably warm, humane, modest, and 
caring. Time is of no concern to him. He does not seem 
to work by the clock, and, in fact, patients can see him 
or talk to him at any time and for any length of time. 
This is dramatically demonstrated in thc 1983 
Lovesick, in which Dudley Moore scraps his psycho- 
analytic practice and goes out to work with sick, poor, 
and needy patients. As an ineffectual, bored, office- 
bound psychoanalytic Dr. Dippy, his life is entirely 
governed by the clock, which figures prominently in 
the scenes depicting him at work, but as soon as he 
becomes a Dr. Wonderful, he is available at all hours 
and in all places. This availability was prefigured in Dr. 
Wonderful’s first incarnation in The Criminal Hypno- 
tist, when he rushed out of his office and into the 
patient’s home at a moment’s notice to perform his 
good works. 

In his treatment, Dr. Wonderful is especially skillful 
at improvisation, coming up with the appropriate, if 
often unorthodox, maneuver or interpretation at just 
the right time. This is especially useful in that favorite 
movie device, the uncovering of the traumatic event— 
the royal road to the instantaneous cure. Again, The 
Criminal Hypnotist is the prototype and Ordinary 
People (1980) the more recent example. 

Like Hollingshead and Redlich’s analytical-psycho- 
logical therapist, Dr. Wonderful eschews coercive 
treatments. ECT, lobotomy, and heavy use of psycho- 
tropic drugs are not in his armamentarium. Occasion- 
ally, he will use hypnosis or truth serum, but only in a 
deeply caring manner—never manipulatively. His chief 
method is the talking cure, in which both patient and 
doctor share the talking. 


997 





MOVIE PSYCHIATRY 


The third of the movie types is Dr. Evil. He is a 
familiar figure in the history of horror movies and, in 
fact, had his first striking appearance in that early 
triumph of horror films, The Cabinet of Dr. Caligari 
(1919). Despite the tricky reversal at the end of the 
film, Dr. Caligari is the model for the psychiatrist who 
becomes evil because he dabbles in forbidden, danger- 
ous areas of experimentation. He is the Dr. Franken- 
stein of the mind, using others to achieve his goals and 
unleashing evil on the world. Examples abound in 
screen history. 

Another Dr. Evil is the psychiatrist who uses his 
powers for personal profit. From The Criminal Hyp- 
notist to Nightmare Alley (1947) to Shock Treatment 
(1964) to I, the Jury (1982) and beyond, we have seen 
a line of psychiatrists who have attempted, by using 
authority or skill, to bilk patients of their money. 

The last subtype of Dr. Evil is the psychiatrist who is 
sufficiently mad, neurotic, or insecure to abuse his 
profession and perform evil deeds. The most egregious 
example, outside the exploitation film genre, is the 
doctor played by Michael Caine in Dressed to Kill 
(1980), a psychiatrist who when sexually aroused 
becomes a homicidal, transvestite amnesiac. Another 
famous homicidal psychiatrist is played by Leo G. 
Carroll in the landmark psychiatric film Spellbound 
(1945). Somewhat more controlled practitioners of 
this ilk appear in Frances (1982) and One Flew Over 
the Cuckoo’s Nest (1975). 

The chief characteristic of Dr. Evil, whatever his 
nature or intent, is his willingness to use what have 
been viewed as the coercive tools available to psychi- 
atry. These include commitment of patients to an 
institution, experimentation, ECT, lobotomy, heavy 
medication, and hypnosis. In his hands these become 
tools for control, manipulation, power, revenge, and 
financial gain, and in the movie public’s mind these 
methods have all become associated with nefarious 
pursuits. Apart from a few successful uses of hypno- 
tism in the treatment of dissociative states and one 
course of ECT in Fear Strikes Out (1957), it is hard to 
find examples of a sympathetic presentation of these 
forms of treatment. 

In a review of 207 American films depicting psychi- 
atrists, exclusive of exploitation and horror films, I 
calculated the prevalence of each type of psychiatrist I 
have described. Throughout the history of American 
movie psychiatry, 35% of the practitioners have been 
Dr. Dippys, 15% Dr. Evils, 22% Dr. Wonderfuls, 
14% unclassifiable, 9% hapless or inept but not easily 
typed, and 5% effective but not easily typed. If the 
exploitation movies were included, the percentage of 
Dr. Evils certainly would increase sharply. This is not 
a flattering distribution of therapists; we can speculate 
on the course of a real profession if only 27% of its 
practitioners were judged to be effective and up to 
20% downright cruel or dangerous. 

By now, some readers may protest that beginning 
with the Dr. Evil in The Criminal Hypnotist, who is 
perhaps nothing more than a party hypnotist, not all 
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the movie psychiatrists I have cited are really psychia- 
trists. But by including mind experts, psychologists, 
psychoanalysts, social workers, lay therapists, and 
quacks under the same heading, I am merely following 
movie convention. The movies have never been scru- 
pulous in their bestowal of professional titles and 
functions on the variety of mind workers they have 
depicted. In an early example, the evil mind worker in 
When the Clouds Roll By (1919), who attempts to 
drive Douglas Fairbanks, Sr., to suicide, is first seen 
lecturing to a large medical audience in an amphithe- 
ater but is later unmasked as an escapee from the New 
York Insane Asylum. In a more recent example, Peter 
Bonerz in Serial (1980) is a psychologist who freely 
prescribes and dispenses medication. 

One might think that these depictions stem from 
ignorance, but that does not appear to be the case. In 
the first version of The Dark Mirror (1946), Lew Ayres 
is presented as Dr. Scott Elliott, M.D., Psychologist. 
He is a physician who administers the Rorschach test 
to his patient. When the film was remade for television 
in 1984, Dr. Elliott was transformed into a psychology 
professor at a university but is introduced as a psychi- 
atrist! One is forced to conclude that the confusion 
arises because in movie psychiatry distinctions are not 
important. One surprising exception to this rule occurs 
in Miracle on 34th Street, in which Edmund Gwenn as 
Kris Kringle berates his nemesis psychologist for prac- 
ticing psychiatry; otherwise, in the movies, a mind 
expert is a mind expert, and the preferred generic term 
is “psychiatrist.” 


PSYCHOANALYSIS IN THE MOVIES 


Still, the movies have at times sought to distinguish 
between generic psychiatry and the subspecialty of 
psychoanalysis—a distinction that seemed more im- 
portant to the industry in the 1930s and 1940s. Farber 
and Green (3) have suggested that this emphasis 
stemmed in part from the key position of psychoanal- 
ysis in the life of many prominent Hollywood families. 
The three major distinctive aspects of psychoanalysis 
that emerged in the movies of the period were the 
presence of an unconscious or subconscious mind, the 
importance of dream analysis, and an interest in love 
as the prime human emotion. 

Here is how psychoanalyst Fred Astaire explains his 
profession to reluctant patient Ginger Rogers in Care- 
free (1938): 


“Miss Cooper, you understand the principle of psycho- 
analysis, don't you? ... You do know that you have two 
minds, the conscious and the subconscious? The conscious 
mind is the ego; that’s the thing that says ‘I am I and you 
are you.’ ... Let me put it this way. [Hand to back of 
bead] Back here is a jungle full of the most noble and 
horrible things.... That's your subconscious mind. It 
works all the time, even when you sleep. It dreams. It never 
forgets anything. Your conscious mind lies here. [Hand to 
front of bead] It doesn't dream. It thinks. What we try for 
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is perfect coordination between the two. Do you under- 
stand?” 

“No. I don’t believe I care to. When I first came in here 
I wasn't sure I wanted to be psychoanalyzed. Now I’m 
positive I don't." 

"Now you mustn't put a wall between us. To psycho- 
analyze you I have to interpret your dreams. What sort of 
things do you dream?" 

“I don't dream.” 

*Oh, come now, everybody dreams. ... 1 wish you'd 
please understand that I'm only trying to help you find 
yourself." 

* Well, if I ever get lost I'll call on you." 


This, then, is a sample of ur-psychoanalysis in the 
movies. By 1945, when Spellbound was made, the 
industry had grown more sophisticated. The producer, 
David Selznick, had had some personal analysis; his 
analyst, May Romm, was a consultant to the film; and 
the screenwriter, Ben Hecht, had done his homework 
interviewing several analysts. Here is how European 
analyst Michael Chekhov explains his work to amnesic 
patient Gregory Peck: 


Pll explain to you about dreams so you don't think it is 
hooey. The secret of who you are and what has made you 
run away from yourself—these secrets are buried in your 
brain, but you don't want to look at them. The human 
being very often doesn't want to know the truth about 
himself because he thinks it will make him sick; so he 
makes himself sicker trying to forget. You follow me? .. . 
Here's where dreams come in. They tell you what you are 
trying to hide, but they tell it to you all mixed up like 
pieces of a puzzle that don't fit. The problem of the analyst 
is to examine this puzzle and put the pieces together in the 
tight place and find out what the devil you are trying to say 
to yourself. 


What Spellbound accomplished, as revealed in this 
exegesis, was to establish a link between the methods 
of criminal detection and the psychoanalytic method. 
In both endeavors, clues are pursued to solve a mys- 
tery. The truth of an event is buried beneath an 
accumulation of alibis, subterfuges, false tracks, con- 
fusing recollections, and the like, and the analyst- 
detective patiently digs and deduces until the solution 
suddenly appears. Throughout movie history, the psy- 
choanalyst has been a solver of mysteries—often crim- 
inal ones, as in Spellbound, but just as often personal 
ones. 

The last movie analytic concept, the connection 
between psychoanalysis and love, came early. It was 
reported in 1925 that Samuel Goldwyn had offered 
Freud $100,000 to cooperate in making a film depict- 
ing scenes from famous love stories of history. Freud 
turned down the offer but was amused at the popular 
connection between psychoanalysis and love, a con- 
nection that may then have been based on ignorance. 
However, as the censorship power of the Hays Office 
and the Production Code grew and the word “sex” 
became taboo, love became in the movies both a 
euphemism and a form of sublimation for the more 
profane word and impulse. 
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An early example of the substitution of love for 
sex occurs in Conflict (1945), in which Sydney Green- 
street plays a crime-solving therapist. In the following 
scene, killer-to-be Humphrey Bogart and his soon-to- 
bg ri wife speak to the therapist about his 
work: 


"Just what kirid of doctor are you?" 

“I deal with thoughts and dreams which no amount of 
surgery can handle. You see, sometimes a thought can be 
like a malignant disease that starts to eat away the will 
power. When that happens it is my business to remove the 
thought before it can cause destruction.” 

*.. . What do you eminent psychoanalysts think causes 
these thoughts, doctor?” 

“Oh, any number of .. . things, but I should say love 
and its frustrations is the worst offender." 

*You see, Dr. Hamilton belongs to the Freudian school 
of psychology that believes love rather than money is the 
root of all evil." 


INFLUENCE OF EUROPEAN PSYCHIATRY 


Sydney Greenstreet mentions later in the same movie 
that he was trained in Vienna, and in this disclosure he 
reveals himself to be very much a part of the first 
generation of movie psychiatrists. Screen psychiatrists 
of tle 1930s and early 1940s, like their real-life 
psychiatric colleagues, often saw the Austrian capital 
and other Central European cities as the mecca for 
their profession. Robert Cunimings, Ronald Reagan's 
buddy in Kings Row (1941), is a prominent example of 
a sensitive American youth who travels to Vienna to 
learn the new psychiatry. Pilgrimages were not made in 
only one direction, however, for at the same time, 
Middle Europeans, often bearded, were finding them- 
selves practicing in American movie locations. Both 
kirids of pilgrimages resulted in increased sophistica- 
tion in movie psychiatry. 

It was European psychiatrist Charles Boyer who 
introduced Continental knowledge and understanding 
in Private Worlds (1936), the first American movie to 
portray psychiatry seriously and to portray it from an 
Adlerian perspective. Ingrid Bergman, in Spellbound, 
learned her profession from a wise European mentor. 
There were exceptions, of course—notably, the foolish 
Viennesé expert in Mr. Deeds Goes to Town—but for 
the most part there was a reverential connection 
between American filin psychiatry and imagined Euro- 
pean psychiatry. 

It was not only psychoanalysis that the first genera- 
tion studied in Europe. More often than not, movie 
psychiatrists in the 1930s wore white coats, struggled 
to find a serum for treating psychosis, and were 
prepared to treat physical illness and even do surgery 
when necessary. Their offices were equipped with 
skeletons, white cabinets, and medical charts and 
instrüments; nurses abounded. Their psychiatric com- 
ing of age in the films of the period occurred when they 
learned to regard patients as human beings as well as 


999 


MOVIE PSYCHIATRY 


bodies upon which to work their tests (Private Worlds 
[1936], The Amazing Dr. Clitterhouse [1938], Shining 
Victory [1941], Condemned Women [1938]). 


MODERN MOVIE PSYCHIATRY 


It was not until the 1940s that modern movie 
psychiatry began to emerge, but by the end of that 
decade it had become codified to such an extent that it 
has been little changed since. The nosology, the main 
treatment methods, and the explanatory theories have 
remained essentially the same as those laid down by 
the practitioners of the period, and the case histories 
presented in films of the era remain the classic state- 
ments of movie psychiatry. Consider Now Voyager 
(1942), Lady in the Dark (1944), Spellbound (1945), 
The Dark Mirror (1946), Let There Be Light (1946), 
Possessed (1947), The Snake Pit (1948), and Home of 
the Brave (1949). These memorable films, among the 
many psychiatric films of the time, contain within 
themselves most of the elements still characteristic of 
present-day psychiatric films. 


Favorité Movie Diagnoses 


The movie diagnostic manual has been little revised 
over the years. Its main categories have remained 
consistent and quite different in nature and emphasis 
from those of DSM-III. Combining movie and DSM- 
III nomenclature, the list of disorders overrepresented 
in the movie manual are the following: dissociative 
reaction, especially amnesia and multiple personality; 
homicidal mania; substance abuse; disorders of im- 
pulse control; hysterical paralysis; phobic disorders; 
transsexualism and transvestism; factitious disorder, 
usually with psychological symptoms; schizophrenic 
and paranoid disorders; and no mental illness, with or 
without greater wisdom. 

One of the most important movie diagnoses through 
time has been amnesia. Its importance to the develop- 
ment of film stories cannot be overestimated, nor can 
its affinity for the most interesting and innovative 
treatment methods. The classic example of its plot 
possibilities occurs in Spellbound, where Gregory 
Peck’s total amnesia is cured by Ingrid Bergman. More 
typically, however, it is a woman who is suffering from 
this malady—Joan Crawford in Possessed, for exam- 
ple—and all the skills and ingenuity of her sympathetic 
male therapist are needed to reach that inevitable 
outcome, the uncovering of the traumatic event. Once 
this has been achieved, the amnesia disappears and all 
ends well. 

Related to amnesia, and also overrepresented in the 
cinematic diagnostic manual, is the most spectacular of 
dissociative reactions, the multiple personality. Its 
presentation on the screen has usually combined bra- 
vura performance and dramatic reenactments of past 
events with fine detective work. The best-known ex- 
amples are The Three Faces of Eve (1957) and Sybil 
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(1976), both featuring Joanne Woodward, first as 
patient, then as therapist; but two other prominent 
films in this category demonstrate the many axes that 
movie diagnoses can occupy. Psycho (1960) and 
Dressed to Kill (1980) each present the case of a mari 
with dual personalities; in one of his personalities he is 
pleasant and sympathetic, but in the other he dresses as 
a woman and commits horrible murders. In that one 
person three common movie diagnostic categories 
merge: dissociative reaction, homicidal mania, and 
transsexualism and transvestism. 

It is hard to imagine where the horror film—that 
most rooted of movie genres—would be without the 
psychiatric case book. Indeed, as noted earlier, the 
earliest internationally acclaimed horror film, The 
Cabinet of Dr. Caligari (1919), was also the first 
prominent film about a psychiatrist. Every category in 
the movie diagnostic manual turns up in accounting 
for the behavior of the horror film protagonist, but 
easily the most prominent symptom is homicide, and 
the most common diagnosis, homicidal mania. To 
explain the affliction—and horror films almost always 
attempt to explain—a limited number of different 
etiologies have been offered: genetics; possession by 
aliens, spirits, or the devil himself; schizophrenic or 
paranoid disorder; child abuse; and, surprisingly fre- 
quently, witnessing as a child a grisly crime. When 
homicidal mania appears in another genre, the crime 
or detective film, the behavior tends not to be ex- 
plained or, more often than not, is attributed to 
sociopathy. 

Alcoholism, drug abuse, pathological gambling, 
kleptomania, and explosive behavior have all been the 
subject of a number of fine films and require no 
elaboration. Hysterical paralysis has tended to appear 
most often in war films. John Huston’s long-sup- 
pressed Let There Be Light (1946) is the classic 
presentation of the illness and its treatment by 
narcosynthesis, but the most famous fictional depic- 
tion occurs in Home of the Brave (1949), the first 
successful modern film on race. 

Transsexualism and transvestism have already been 
alluded to in their multiple personality manifestation, 
but, in fact, cross-dressing has been a cinema staple 
from the very beginning of movie history (4): Most 
often it has appeared in comedies, with no mental 
illness implied, but a number of films have treated it as 
an element of emotional disturbance. The most bizarre 
depiction of the problem appeared in Glen or Glenda 
(1953), directed by Ed Wood, an ex-Marine who 
allegedly wore women’s underwear under his ordinary 
male garb. 

Phobic disorders have appeared with almost the 
same frequency in comic movie psychiatric practice as 
in serious films. The split distribution parallels the 
public view of this unfortunate condition; there are as 
many jokes about agoraphobia as there are expres- 
sions of concern. The split is strikingly demonstrated 
in the contrast between the dramatic use of acrophobia 
in the Hitchcock film Vertigo (1958) and its comic use 
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in Mel Brooks’s parody of that film, High Anxiety 
(1977). 

Another split occurs in the movie treatment of 
schizophrenia and paranoid disorders, but here the 
division is between serious films and exploitation 
horror films. The serious films about psychosis—The 
Snake Pit (1948), David and Lisa (1962), I Never 
Promised You a Rose Garden (1977)—have been far 
outnumbered by the depictions of psychotic behavior 
in the schlock genres, where sensationalism or titilla- 
tion rules. 

The treatment of the factitious disorders has been 
the province of the Dr. Dippys of the movies. As the 
nomenclature indicates, the typical story is about a 
patient who manufactures concerns and problems in 
order to be in treatment with an idealized therapist. 
Given the sexual politics of the movies and of the 
society they mirror, the patient is usually female and 
the Dr. Dippy is, unsurprisingly, a male psychoanalyst. 
(For the career patterns of female therapists in the 
movies, see Schneider [5] and Samuels [6].) A telling 
example occurs in Ob Men! Oh Women! (1957). As 
psychoanalyst David Niven (who has struggled to stay 
awake during his matronly patient’s recital of her 
dreams) helps his patient into her fur wrap at the end 
of the session, he engages in the following dialogue in 
response to her gushing comment that her psychoan- 
alyst is like a god. 


“A psychoanalyst is simply a doctor who is trained in 
the complexities of human behavior, and it is his business 
to try to bring about some harmony between the intellect 
and the emotions.” 

“Oh, you have for me, doctor. Before I came to you, you 
have no idea how dull my dreams were. . . . | wasn’t even 
in some of them.” 


In Marshall Brickman’s Lovesick (1983), a wicked 
satire of the world of psychoanalysis, another matron 
speaks from the couch: 


“Tt’s more like, Who am I really? Who am I? Am I wife, 
Mrs. Irwin Mondragon of New York City and Great 
Neck? Or am I mother, daughter, travel agent? Or am I 
merely, perhaps, patient? Your patient. What do you 
think?” 


The audience and psychoanalyst Dudley Moore are 
saved from a response by the clock signaling an end to 
the session. 

A common public perception of psychotherapy is 
clearly reflected in the depiction of factitious disorders. 
Many people believe that individuals who go to a 
psychiatrist are merely indulging themselves in what is 
no more than one element of a certain modern life 
style. The notion that the therapist is simply a replace- 
ment for a minister, a confidant, or a lover is heard all 
too often and is an element in the debate over third- 
party payments for psychiatric treatment. To the ex- 
tent that real psychic pain or illness or both are denied, 
the legitimacy of psychiatry as a profession is under- 
mined. 
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The Well Patient 


A related attack on the profession occurs in the 
presentation of the last element in the movie diagnostic 
manual that | shall discuss: no mental illness, with or 
without greater wisdom. This category has appeared 
most often in films that attack the pretensions or 
authority of psychiatry, both as a profession and as the 
agent of a repressive society. The "patient" is pre- 
sented as an ordinary citizen who has somehow fallen 
into the clutches of a movie psychiatrist or as an 
exceptional person, a rebel against conventioaal soci- 
ety, whose special qualities elude the rigid, hidcbound 
psychiatrist. The movie argument for the nonconform- 
ing patient is presented by poet Sean Connery in A Fine 
Madness (1966) when he tells the psychiatrist, “You 
protect what is; I envision what can be." 

A frequent plot in this category concerns innocent 
victims of manipulation or misunderstanding who are 
committed to a mental hospital and then have a 
terrible time convincing tlie authorities that they are 
sane. Sometimes they succeed, as in Harvey (1950) and 
The Shrike (1955), but sometimes they fail, often with 
tragic consequences, as in Frances (1982), the purport- 
edly true story of movie star Frances Farmer, who 
endured unspeakable humiliations and a lobotomy 
during a series of hospital commitments, and One 
Flew Over tbe Cuckoo's Nest (1975), in which the 
fictional hero endures humiliations and a lobotomy. 

In another version of the well-patient story, the 
action centers on a judicial hearing or some official 
examination during which a pompous psychiatrist 
makes a fool of himself in attempting to dizgnose a 
normal or gifted hero. Mr. Deeds Goes to Town is the 
classic example. 

Paul Mazursky and Woody Allen are two film 
makers who have explored in a series of films, mostly 
comedies, the gray area between the more serious 
mental disorders and the psychopathology of everyday 
life. In their works audiences have had difficulty dis- 
tinguishing between real pain and self-indulgence, 
between the need for therapy and an addiction to 
therapy. In portraying the psychiatric profession, both 
men have drawn on their own personal experience 
with therapy to achieve a sense of authenticity. 
Mazursky has attained even greater verisimilitude by 
casting real therapists as movie therapists: psychiatrist 
Donald Muhich in Bob and Carol and Ted and Alice 
(1969), Blume in Love (1973), and Willie and Phil 
(1980) and psychologist Penelope Russianoff in An 
Unmarried Woman (1978). The progression in 
Muhich’s roles may reflect Mazursky's growing disil- 
lusionment, for in his first two appearances Muhich 
slyly but competently treats people experiencing real 
discomfort, but in Willie and Pbil he is an odd Draft 
Board psychiatrist who is fooled by the hero's malin- 
gering, and, finally, in Down and Out in Beverly Hills 
(1986) he appears as a psychiatrist for dogs. We can 
only wonder if Mazursky sees psychiatry itself going to 
the dogs. 
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PSYCHIATRY IN THE MOVIES TODAY 


All is not lost on the movie front, however. The 
pessimism and sarcasm so prominent in recent por- 
trayals of the profession are more than balanced by the 
enormously successful and inspiring Ordinary People 
(1980), the story of a teen-ager who returns to his 
suburban Chicago home after a stay at a mental 
hospital. The boy had made a serious suicide attempt 
after a boating accident, which he had survived but in 
which his older brother had drowned. He has trouble 
adjusting to school, friends, the stigma of hospitaliza- 
tion, and his mother’s anger that the wrong son 
survived. With his father’s encouragement and his 
mother’s opposition, he begins to see a psychiatrist, 
who with understanding, insight, and warm support 
restores him to an effective and well-adjusted life. 

In the course of the boy’s treatment, depicted in 
great detail in the movie, the audience is introduced to 
almost every aspect of the work of the good movie 
psychiatrist—in fact, one of the most wonderful of all 
Dr. Wonderfuls. A review of the manners and methods 
of psychiatrist Dr. Berger, as portrayed by Judd 
Hirsch, will cap this story of movie psychiatry. 

Within 30 seconds of the time Timothy Hutton, as 
Conrad Jarrett, pushes the buzzer at a door in an aging 
office building and Dr. Berger pops out from behind 
another, frosted glass door to motion him in, we learn 
a great deal about how the good movie psychiatrist 
works. The first thing that strikes us is that the doctor 
is casual and informal. He is wearing a sweater and 
corduroy pants, his collar and tie are loose, his hair is 
mussed, and he drinks coffee and smokes cigarettes 
while working. The appearance of his office reinforces 
the first impression. Nowhere can the hand of a 
decorator be discerned; the furniture could have been 
acquired from a secondhand furniture store. As the 
doctor moves about, it becomes obvious that he is no 
technocrat. In fact, he is casually clumsy in his hand- 
ling of his answering machine and radio. What all of 
this strongly communicates, even before the session 
begins, is that the good movie doctor is not interested 
in status, money, or possessions. 

As the opening session proceeds, we learn that, 
unlike the stereotypic psychiatrist, Dr. Berger talks. He 
leads, responds, admits mistakes, and appears to be a 
straight shooter, though a shrewd one. He clearly 
knows what is going on but waits for the appropriate 
time to share his knowledge. He is on the side of 
feelings, not control, but is firm and knows how to set 
limits. 

In subsequent scenes we learn even more about the 
doctor’s practice. In his office there is no fixed seating 
pattern; he and his patient change seats and freely 
walk around. He is reluctant to use medication, al- 
though not unalterably opposed to it, and he is inter- 
ested in dreams but gives priority to real-life events. He 
is a realist in dealing with family events but is not 
antiparent. And finally, he is actively engaged with his 
patient, often with quick, spontaneous role playing. 
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The climactic therapy scene, an emergency nighttime 
one, involves the classic cure through abreaction to a 
past traumatic event reexperienced in the presence of 
the therapist. The significant insight, which has oc- 
curred in other movies, is that the central coriflict is 
due not to the shock of the event but to survivor guilt. 
The scene ends with the patient tearfully embracing his 
therapist, who has assured him that he is his friend. 

After decades of concern about the distorted picture 
of psychiatry being presented to the public by the 
movie industry and frequent suggestions that psychi- 
atric consultants be used by the mass media, Ordinary 
People was greeted by psychiatrists with nearly univer- 
sal relief, praise, and approbation. Overlooked in the 
response was the fact that much in the therapist’s 
approach to his patient is contrary to the way many of 
us work. In fact, some things—the embrace between 
patient and therapist, for example—would be seriously 
questioned in peer review. The most significant aspect 
of the movie for therapists, then, is that it is a message 
about what the public wants the good psychiatrist to 
be and, judging from the profession’s response, what 
good psychiatrists want to be. 

It has always been clear that there is much for the 
movies to learn about real psychiatry. What has been 
ignored is that there is much for psychiatry to learn 
from its movie counterpart. When recommending hos- 
pitalization or assertive treatments, for example, the 
psychiatrist might well remember with what fear and 
distrust they are typically depicted in the movies. More 
important, the recurrent movie image of the good 
psychiatrist as the good parent—someone motivated 
by caring and not money, someone who works in a 
modest personal environment and is not reluctant to 
show concern and nonsexual affection, a person who is 
not bound by rigid rules or the inflexible clock— 
should not be dismissed as principally a transference 
phenomenon but be seen as the expression of a public 
desire psychiatry should heed. 

Throughout the century psychiatry has sought sci- 
entific understanding and effective treatment for the 
conditions so vividly depicted in the movies. At the 
same time, movie psychiatry has projected a view of 
the profession through the distorting lenses of fear, 
defensive ridicule, and the yearning for an ideal parent. 
To the extent that the parallel professions pay atten- 
tion to each other’s work, both may profit. 
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Genetic Contributions to Human Fatness: 
An Adoption Study 


R. Arlen Price, Ph.D., Remi J. Cadoret, M.D., Albert J. Stunkard, M.D., 
and Edward Troughton, B.A. 


A strong relationship was found between the 
degree of fatness of biologic mothers and that of 
their adult offspring who had been separated from 
their mothers at birth and adopted during the first 
year of life. This relationship persisted even after 
age, height, and possible confounding environmental 
factors were controlled. There was little evidence for 
either selective placement on the basis of parental 
fatness or gene-environment interaction. There was 
no relationship between the degree of fatness of 
adoptive parents and that of the adoptees. Two 
indexes of environmental influence—rural upbringing 
and disturbance in the adoptive home—predicted 
fatness among adoptees. 

(Am J Psychiatry 1987; 144:1003—1008) 


| | uman fatness is familial. Most offspring of over- 
weight parents are overweight; most offspring of 
lean parents are lean (1). Several family studies have 
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shown that having an obese first-degree relative sub- 
stantially increases an individual’s risk for becoming 
obese (1-3). Five twin studies (4-9) have suggested 
that genetic factors play a large part in the familial 
transmission of fatness. 

The study of adoptees is another method of assess- 
ing genetic influences in humans. With early, unselec- 
tive placement the relationship between biologic par- 
ents and their adopted-away offspring provides a 
measure of genetic influence, while the relationship of 
adoptive parents and their adopted children indicates 
environmental influence. Three early adoption studies 
of human fatness found a stronger correlation of 
parents with their own biologic children than with 
children they had adopted (10-12); in one study the 
correlations were higher with adopted than with bio- 
logic children (13); and in another study the correla- 
tions of adoptive parents with their biologic and 
adopted children were about equal (14). These early 
studies were handicapped by the fact that none con- 
tained information about the biologic parents of the 
adoptee and in two studies (13, 14) stepchildren were 
included among adoptees. The inclusion of stepchil- 
dren may erroneously inflate the correlation of 
adoptees with their adoptive parents (15) because 
spouses tend to be correlated in levels of fatness. A 
third problem was that the adoptees in three of the 
studies were children (10, 11, 14), which limits the 
generality of the results, since obesity is a disorder with 
onset largely in adult life. 

Information about biologic parents and adult 
adoptees was available for a recent study in which 
body mass index served as a measure of fatness (16). 
That study, conducted in Denmark, found a strong 
relationship between adoptees and their biologic par- 
ents and no relationship between adoptees and their 
adoptive parents. 

We report here the second adoption study to obtain 
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information about biologic parents and the third in 
which the adoptees were adults. It is, to our knowl- 
edge, the first adoption study to assess the contribution 
of two environmental factors—rural versus urban up- 
bringing and disturbance in the rearing home environ- 
ment. The results of this study of lowans substantiate 
the results of the recent adoption study of Danes (16). 


METHOD 


Adult adoptees (age 18 to 38 years) were identified 
through two Iowa adoption agencies: Iowa Children’s 
and Family Services and Lutheran Social Services. 
Adoptees had been separated at birth from their bio- 
logic parents. Half had been originally selected for 
study because of an adoption agency record of psycho- 
pathology in their biologic families (17-20); the other 
half, without a record of psychopathology, were 
matched by age and sex to those with such records. 
Height, weight, and obesity or its absence played no 
part in selection of the adoptees, and no relationship 
was found between measures of adoptee fatness and 
psychopathology in biologic parents (see Results). 

Information about adoptees and adoptive parents 
was obtained by interview with each adoptee and one 
adoptive parent. Height and weight of both adoptive 
and biologic parents were reported rather than mea- 
sured. One of the adoptive parents (usually the 
mother) provided a self-report, as well as a report on 
her or his spouse. Adoptees reported on themselves. 
Height and weight of the adoptees and adoptive par- 
ents were reported at the time of the interview. Height 
and weight of the biologic parents were obtained from 
adoption agency records made at the time of adoption. 

Self-reported height and weight were used in this 
study, since direct measurements of the adoptees and 
their parents were not available. A previous study by 
Stunkard and Albaum (21) on the accuracy of reported 
height and weight, involving eight sites with 1,300 
subjects, revealed that self-reported height and weight 
corresponded closely to measured height and weight. 
Similar results have been found in five further studies 
(22-26). 

Table 1 presents data on characteristics of the 
adoptees and their biologic and adoptive parents. 
Information on height and weight was available on 
357 adoptees. 

The measure of fatness used in this study was the 
body mass index (weight in kilograms divided by the 
square of the height in meters). The index is designed 
to provide a measure of fatness that is independent of 
height, and in our study this goal was realized. Corre- 
lations between body mass index and height were low 
(—0.17 to 0.10), and correlations with weight were 
high (0.78 to 0.91). We also analyzed the data by 
replacing the value (2.0) for the exponent of height in 
the computation of body mass index with an optimal 
value based on Benn's method (27) and found only 
trivial differences in results. 
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TABLE 1. Characteristics of Adoptees and Their Biologic and 
Adoptive Parents 











Body 
Age Mass Height Weight 
(years) Index? (cm) (kg) 
Subjects N Mean SD Mean SD Mean SD Mean SD 
Adoptees 
Daughters 172 23.8 5.8 22.4 3.7 165.8 8.0 61.4 11.0 
Sons 185 24.7 6.0 24.8 3.8 178.6 7.6 79.2 12.9 
Biologic parents 
Mothers 237 21.9 5.7 22.1 3.4 162.8 6.9 58.9 10.9 
Fathers 131 25.6 6.9 23.7 2.4 177.0 6.8 74.4 9.3 
Adoptive parents 
Mothers 334 53.6 9.5 242 3.8 1642 5.8 65.3 11 


Fathers 317 54.4 9.3 25.5 3.0 178.4 6.8 81.2 10.3 


*Body mass index weight in kilograms divided by the square of the 
height in meters. 





Since age was positively correlated with body mass 
index in most subgroups of this sample (0.01 to 0.31), 
a residual of the index regressed on age was computed 
separately for male adoptees, female adoptees, adop- 
tive mothers, adoptive fathers, biologic mothers, and 
biologic fathers. The relationship between the body 
mass index of adoptees and of biologic and adoptive 
parents was examined by both correlation and regres- 
sion analyses. We calculated Pearson product-moment 
correlations for residual body mass indexes with age 
regressed out between adoptee and both sets of par- 
ents. All available observations were used for each 
correlation. 

In addition, hierarchical multiple regression analyses 
were performed to test for specific environmental 
effects, to remove possible confounds such as selective 
placement, and to test for possible gene-environment 
interactions. Environmental variables included adop- 
tive parents’ body mass indexes and two additional 
factors: rural (population of 2,500 or less) versus 
urban upbringing and a disturbed rearing environ- 
ment. Included under disturbed rearing environment 
were several variables that could have adverse effects 
on the child—psychopathology, alcoholism, or drug 
abuse among adoptive relatives or death or divorce of 
the adoptive parents (which usually meant a single- 
parent family). 

In carrying out regression analyses, we used an order 
of entry of predictor variables that was conservative 
with respect to a genetic hypothesis by entering first 
the environmental variables. In the first step of the 
hierarchical regression analyses, the dependent vari- 
able was the residual of the adoptee's body mass index 
with age regressed out. The residual body mass indexes 
of the adoptive mother and father, with age regressed 
out, were entered in step 1 to control for possible 
environmental effects represented by the indexes of 
these parenting figures as well as for any effects due to 
selective placement. Rural versus urban upbringing 
and a disturbed rearing environment were also entered 
in step 1. Step 2 included all possible multiplicative 
two-way interactions among the four environmental 
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TABLE 2. Correlation of Residual Body Mass Index? in Adoptees and Their Biologic and Adoptive Parents 


Adoptee 
Relatives N rP N 
Daughters 
Biologic mother 123 0.40* 
Biologic father 62 0.18 60 
Adoptive mother 161 0.06 117 
Adoptive father 153 0.09 115 
Sons 
Biologic mother 114 0.15 
Biologic father 69 0.08 62 
Adoptive mother 173 0.04 110 
Adoptive father 164  —0.09 103 


Biologic Mother 


Biologic Father Adoptive Mother 





rb N „rP N e 
0.05 
0.08 58 0.27d 
0.04 S5  —0.08 147  0.25* 
0.07 
0.05 63 0.15 

—0.09 61 0.08 154 0.07 





“Body mass index=weight in kilograms divided by the square of the height in meters. 


Pearson correlation, with age regressed out. 
“p<.001. 

p<.05. 

*p«.01. 


variables. Variables in each step were forced into the 
regression equation, regardless of their predictive val- 
ues. 

The biologic mother and father's body mass indexes, 
with age regressed out, were entered in step 3. Step 4 
included all possible multiplicative two-way interac- 
tions between "genetic" variables (the biologic par- 
ents’ body mass indexes) and the environmental vari- 
ables (the adoptive parents’ body mass indexes, rural 
versus urban living, and disturbance in the rearing 
environment). This step assessed the importance of 
gene-environment interactions, ie., the extent to 
which the expression of a biologic predisposition de- 
pends on the environment in which the individual 
develops. The dependent variable in steps 2 through 4 
was the residual calculated from the previous step, 
thereby removing the effects of the independent varia- 
bles in all previous steps. 

The hierarchical regression analyses used two over- 
lapping subsets of dáta—samples A and B. Subsetting 
the data was undertaken to control for missing data on 
biologic fathers. Sample A consisted of 301 families 
with information about adoptee and both adoptive 
parents. Sample A contained information on 209 bio- 
logic mothers. Sample B used all interviewed adoptees 
for whom age, height, and weight were recorded; 
missing information on the body mass index of parents 
was replaced by appropriate group index means, com- 
puted within sex and relationship to adoptee. The 
reason for this replacement was to increase the numiber 
of biologic mothers for whom information was avail- 
able by substituting group means for missing observa- 
tions on their spouses. Regression analyses were con- 
ducted with each of the two sets of data. 

To optimize the possibility of detecting nongenetic 
effects, we included all available adoptive families even 
when information on one or both biologic parents was 
missing. For example, in steps 1 and 2 of the analysis 
of sample A, there were 301 families for which there 
were no missing data on adoptive parents or the other 
two environmental variables but only 209 for which 
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there was full information about the biologic mothers. 
All steps in the analysis of sample B included informa- 
tion on 357 adoptive and biologic families. 


RESULTS 


As seen in table 2, the body mass index of biologic 
mothers was highly correlated with that of their 
daughters. There was a trend for the body mass index 
of biologic fathers to correlate with that of their 
daughters (p<.16). The failure to reach statistical 
significance may be due in part to the small number of 
observations (N=62) and in part to errors in estimates 
of paternal weights, most of which were reported by 
the biologic mothers. The correlations between the 
body mass index of biologic parents and their sons 
were positive, but the correlation with neither parent 
was statistically significant. 

The correlations between adoptive parents and 
adoptees were low and nonsignificant. There was a 
significant correlation between the body mass indexes 
of the adoptive parents, while the correlation between 
the indexes of the biologic parents did not differ from 
zero. 

The correlations between biologic parents and adop- 
tive parents, which provide a measure of selective 
placement, were small. Only one of the eight possible 
correlations—that of adoptive mothers with biologic 
fathers of female adoptees—was statistically signifi- 
cant (p=.04). In a larger sample in which the body 
mass indexes of adoptive and biologic parents (but not 
of adoptees) were available, none of the eight correla- 
tions (0.07 to 0.18) was significant. The correlation 
of adoptive mothers with biologic fathers of female 
adoptées was only 0.18 (N=77, p=.12) in this larger 
sample. 

Results of the regression analyses are presented in 
table 3. Note that the sample for which information on 
biological fathers was excluded (sample A) and the full 
sample (sample B) gave virtually identical results. 
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TABLE 3. Hierarchical Regression Model for Residual Body Mass Index? in Study of Adoptees and Their Biologic and Adoptive Parents 





Item 


Step 1: main effects, environmental 
R 
Regression coefficients (SE) 
Adoptive mother (AM) 
Adoptive father (AF) 
Rural/urban environment (RU) 
Disturbance in home (D) 
Step 2: interactions, environmental 
R? (AMxAF, AMXRU, AMxD, AFXRU, AFXD, RUxD) 
Step 3: main effects, genetic 
R2 
Regression coefficients (+SE) 
Biologic mother (BM) 
Biologic father (BF) 
Step 4: interactions, Genetic by Environmental 


R? (BMXAM, BMxAF, BMxRU, BMxD, BFXAM, BFXAF, BFXRU, BFxD) 


Full model 
R? 





Sample A: Sample B: 
Data on Biologic Data on Biologic 
Fathers Fathers 
Excluded? Included‘ 

0.0523 0.0454 
0.01.06 0.03+.05 
—0.03+.07 —0.02+.07 
1.43+.454 1.395.414 
0.99--.42* 0.752..38f 
0.009 0.006 
0.0764 0.0612 
0.312.078 0.314.079 
0.17+.13 
0.039 0.025 
0.176 0.137 


„Body mass index=weight in kilograms divided by the square of the height in meters. 
>For steps 1 and 2, 301 families included; for steps 3 and 4, 209 families included. 


“Means substituted for missing values; all 357 families included. 
d 

DT 01. 

PT 05. 

f= .05. 
p.001. 


hWhile these two regression coefficients are based on somewhat different samples, they by chance round to the same values. The actual values 


are .30714.0742 and .3147+.0695 for samples A and B, respectively. 


Step 1, which included environmental variables, 
contributed significantly to adoptee body mass index. 
Both rural upbringing and a disturbed adoptive home 
environment predicted higher adoptee body mass in- 
dexes. The effect of disturbed home in sample B was 
only marginally significant. Notably, there was no 
significant relationship between the body mass index 
of either adoptive parent and that of the adoptee. Step 
2, which included interactions of environmental vari- 
ables, was not significant (1?«.01). 

Step 3, which assessed genetic effects, contributed 
significantly to adoptee body mass index, even after we 
controlled for all the other environmental variables 
and interactions in the model. The effect of biologic 
mother was highly significant, while that of biologic 
father was positive but nonsignificant (p.19). 

Step 4, which included interactions of genetic and 
environmental variables, was not significant (R?= 
0.04). Of eight possible gene-environment interactions 
that were tested in this step, only one—that of adop- 
tive father by biologic mother—was significant. The 
fact that this interaction was significant only in sample 
A and only at a 5% alpha level raises questions about 
its reliability, and we have not attempted an interpre- 
tation. Table 3 lists the interactions that were tested. 

These data were originally collected to examine 
genetic and environmental influences on adoptee psy- 
chopathology. Therefore, it was of interest to deter- 
mine the correlation between adoptee body mass index 
and specific psychopathology such as alcohol abuse 
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and depression in the adoptee, and psychopathology 
such as alcohol problems and antisocial behavior in 
the biologic parents. No statistically significant corre- 
lations were found. 


DISCUSSION 


The correlation in fatness, as defined by body mass 
index, of adoptees and biologic parents from whom 
they were separated at birth, indicates an influence of 
genetic factors on body weight that is independent of 
stature. The extent of influence also appears to be 
independent of adoptive parent body mass index and 
the other environmental factors that entered the pre- 
dictive equations before genetic factors. The correla- 
tion between biologic parents and offspring applies to 
the full range of body fatness and is not restricted to 
the extremely obese or lean. 

The best predictive model was an additive one in 
which genetic factors and nonfamilial environmental 
factors sum to determine fatness levels. Much of the 
variance in the regression model was unexplained. 
This variance may be due to nonfamilial environmen- 
tal factors, aspects of the family environment that we 
were unable to assess, and genetic segregation. It is 
important to note that the maximum correlation be- 
tween parents and children under complete genetic 
determination is only 0.5. Thus, the variance explained 
by biologic relationship is of practical as well as 
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statistical significance. The regression model was not 
used in the usual sense to obtain the best predictive 
model for adoptee body mass index or to estimate 
“heritability,” the proportion of variance explained by 
genetic factors. For one thing, some environmental 
effects on fatness, e.g., those shared by siblings, which 
are known to be important during childhood (15), 
were not available in our study. Instead, we were 
interested in determining whether there was any evi- 
dence for genetic determination of fatness once envi- 
ronmental factors were controlled. We chose this 
approach because it makes no assumptions about 
mode of genetic or environmental transmission—as- 
sumptions that would be necessary in estimating her- 
itability. 

Selective placement—matching characteristics of 
adoptees and their biologic parents to those of adop- 
tive parents—can potentially influence the characteris- 
tics of adult adoptees, either through direct matching 
or through similarity in rearing environments. This 
influence can thereby induce spurious correlations 
between adoptees and biologic parents. It is therefore 
worthy of note that no evidence of selective placement 
has been found in earlier studies of this population and 
only weak and equivocal evidence was found in this 
one, Selective placement on factors affecting fatness 
should result in a positive correlation between the 
body mass indexes of biologic and adoptive parents. In 
our study all eight observed correlations were low and 
only one was marginally significant (see table 2). In a 
larger sample from the Iowa adoption study, even this 
correlation did not differ from zero. Furthermore, no 
effect of adoptive parent body mass index on adoptee 
fatness was noted (see table 3). Finally, controlling for 
a possible correlation of genetic and environmental 
factors (including selective placement) by entering 
environmental variables first had no effect on the 
relationship of adoptee to biologic parents. Thus, it 
seems unlikely that selective placement accounted for 
the observed results. 

This study identified two environmental factors that 
are related to adoptee body mass index: rural versus 
urban upbringing and disturbed rearing home environ- 
ment. Rural populations tend to be slightly heavier 
than urban ones, according to current U.S. population 
data (28). However, the finding that disturbed family 
environment was associated with higher body mass 
index appears to be new and should be replicated. No 
single measure of disturbance in the family environ- 
ment accounted for this effect. So, if the effect is real, it 
may be due to the general influence of stress. 

The correlations in table 2 between biologic parents’ 
body mass indexes and those of their offspring are 
somewhat stronger for daughters than for sons. Fur- 
thermore, the correlation between biologic mothers 
and their biologic offspring is stronger than the corre- 
lation of fathers with their offspring. Similar relation- 
ships among biologic parents and their offspring were 
found in Brazil (29) and in Denmark (16). The body 
mass index distribution of biologic mothers showed 
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greater positive skewness than did that of the other 
relatives. Reducing skewness by a log transformation 
of the body mass indexes, however, made only minor 
changes in the correlations of biologic mothers and 
daughters and did not affect the statistical significance 
of the various analyses. The higher correlation be- 
tween biologic mothers and their offspring may be due 
in part to a gestational effect that increased the corre- 
lation of biologic mothers and their offspring and/or 
an error in the mother’s reports of the biologic father’s 
weight and height. These explanations, however, can- 
not account for the higher correlation of mothers with 
their daughters than with their sons. A similar pattern 
of correlations was found by Stunkard et al. (16) 
among Danish adoptees. 

The youth of the biologic mothers and adoptees in 
our sample undoubtedly restricted their range of fat- 
ness relative to what it would have been at mid-life. 
Without this restriction the strength of the relationship 
of biologic parents to adoptees might have been stron- 
ger. An indication that bias resulting from this restric- 
tion is small is that studies of intact families have 
found parent-child correlations that are similar to 
those reported here (1, 2, 15, 28). 

All traits require the coaction of genes and environ- 
ment for their expression. Moreover, it is commonly 
believed that the expression of a complex trait like 
fatness requires interactions between genetic predispo- 
sition and environmental exposures. We attempted to 
assess this common-sense notion of interaction quan- 
titatively by evaluation of specific statistical interac- 
tions between genetic background (indexed by biologic 
parents’ body mass indexes) and environmental expo- 
sure (indexed by characteristics of the rearing parents, 
home, and community). Even though we found clear 
evidence of the effects of environment in the form of 
rural-urban differences and differences due to distur- 
bance in the home, we did not find statistical evidence 
for any of the gene-environment interactions tested. 
We cannot, of course, rule out the existence of other, 
untested, environmental factors that may interact with 
genetic background. Major tasks of further research 
will be the identification of specific predisposing ge- 
netic and environmental factors, including their possi- 
ble interactions. 
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Some Physiologic Antecedents of Adult Mental Health 


Katharine A. Phillips, A.B., George E. Vaillant, M.D., and Paula Schnurr, Ph.D. 


The authors report on 188 healthy college men 
followed biennially from age 19 years to age 63. A 
relatively low standing heart rate and long treadmill 
running time in college predicted mental—but not 
physical—health during the next 40 years, whereas a 
relatively low blood pressure predicted future 
physical—but not mental—bealtb. These 
relationships remained significant when the effects of 
physical fitness and body build were partialled out, 
suggesting that psychological components of 
physiologic phenomena accounted for their 
prediction of mental health outcome. The authors 
speculate that a high resting heart rate reflected 
social anxiety and prolonged running time reflected 
perseverance and stoicism. 

(Am J Psychiatry 1987; 144:1009—1013) 


Attentive, my hand laid on the woman’s wrist, I ob- 
served her pulse was irregular, suddenly violently agitated, 
which points to a troubled mind. 

—Galen, cited by Mesulam and Perry (1) 


[2 1940, at the Harvard Fatigue Laboratory (an 
exercise physiology laboratory), 130 healthy college 
men participating in a study of normal young men (2) 
ran to near exhaustion on a treadmill and were care- 
fully studied at rest. They had previously received a 
thorough physical examination. Because these men 
have been prospectively followed to age 63, they 
provide an opportunity to identify physiologic predic- 
tors of the mental and physical health of men over 40 
years old. 

Interest in heart rate as an index of psychological 
health dates back to at least the second century A.D., 
when Galen took a patient's pulse to diagnose emo- 
tional distress (1). The present study's original inves- 
tigators noted that psychologically healthier college 
men tended to have slower heart rates (3). Since then, 
contemporary psychophysiologists have studied the 
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significance of heart rate, largely in the laboratory, 
with a focus on short-term phasic changes induced by 
such stimuli as snake exposure (4), public speaking (5), 
and threat of shock (6). Large increases in heart rate 
are postulated not only to reflect psychological state 
but also to contribute to the development of cardio- 
vascular disease (7). In a rare nonlaboratory study, 
Shaffer et al. (8) found that young adults with higher 
resting heart rates were more likely to develop subse- 
quent mental illness and hypertension. Paffenbarger et 
al. also linked high resting heart rate in young adults 
with later hypertension (9) and coronary heart disease 
(10). However, the relationship of heart rate to mental 
and physical health is far from established, and the 
mediating factors remain unclear. 

Blood pressure also interested our study’s origina- 
tors. They believed that, like heart rate, it reflected the 
emotions and might prove useful as a personality 
index. Since the start of our study, studies have linked 
high adolescent blood pressure with future hyperten- 
sion (11), coronary heart disease (12), and stroke (13). 
Whether emotions, behavior, and personality traits 
play a role in this relationship has been widely studied 
(14) but, again, mainly in the laboratory and without 
conclusive results. 

Finally, our study’s originators speculated that a 
long treadmill running time measured willpower and 
perseverance. Such psychological factors are indeed 
thought to be among the determinants of aerobic 
performance (15). However, no study that we know of 
has assessed the relationship of physical endurance and 
related psychological factors to subsequent psycholog- 
ical or physical health. 

In this paper we examine the relationship of heart 
rate, blood pressure, and running duration in college 
to later mental and physical health. We do so from a 
longitudinal perspective, with a sample and with study 
conditions that allowed many potentially confounding 
variables to be controlled. 


METHOD 


In 1940—1942 a university health service undertook 
an interdisciplinary study of 204 men from three 
sophomore classes (2). The health service and college 
deans had selected men who were without known 
academic, psychiatric, or physical health problems. 

Physiologic studies were conducted in the Harvard 
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Fatigue Laboratory (16). After various measurements 
were made in the basal state, the subjects did two 
grades of work on a motor-driven treadmill (1). The 
first consisted of a 15-minute walk at 3.5 mph on an 
8.6% grade. After 7 to 10 minutes of rest following the 
walk, the men did maximal work by running on the 
treadmill on the same grade at 7.0 mph until exhausted 
or for a maximum of 5 minutes. Oxygen consumption 
was measured during both grades of work; maximal 
oxygen consumption was attained after 2 to 3 minutes 
of running. 

All sophomore subjects received a thorough physical 
examination performed by the same physician (2). 
Complete anthropometric assessments were also done, 
including somatotype and a rating of body build along 
a masculine-feminine continuum (2). The men were 
also studied by psychologists and psychiatrists. A 
family worker interviewed each subject at college and 
his parents at their home. 

For 40 years, the surviving men have been followed 
prospectively by biennial questionnaires and twice by 
interviews (at age 30 and at age 47 or ages 55—60). The 
present data, except where noted, are derived from the 
questionnaires and have been shown to be reliable. 

By 1964, six men had withdrawn from the study, 
five had died in World War II combat, and five had 
died of other causes. This left 188 men for the study of 
mental health at midlife (17). Since then an additional 

7119 men have died, further reducing the sample size for 
later data analyses. 


Antecedent Measures 


College run duration (N=130). This was the dura- 
tion of the fatigue laboratory treadmill run; the max- 
imum was 300 seconds. 

College physical fitness (N=66). The best objective 
measure of physical fitness is maximal oxygen con- 
sumption during exercise divided by body weight to 
adjust for differences in muscle mass (ml/kg per 
. minute). Maximal oxygen consumption was measured 
during the treadmill run. 

College standing heart rate (N=188). Heart rate 
(pulse) was obtained during the physical examination 
with the subject in a standing position as well as in a 
sitting and a recumbent position. 

College diastolic blood pressure (N=198). Blood 
pressure was measured during the physical examina- 
tion with the subject in a recumbent position. 

College body build (N=188). With the aid of a 
standardized chart, subjects’ body builds, photo- 
graphed from the front, side, and rear, were classified 
on a 4-point scale on which 1=a strong, 2=a moder- 
ate, 3=a weak, and 4=a very weak masculine compo- 
nent. 

Childhood (ages 0-18 years) environment (N=188). 
Each man’s childhood was rated on a scale of 1 (bleak) 
to 20 (warm) by two research associates who were 
blind to all data gathered after the man was 19 years 
old. The scale is described in detail elsewhere (18) and 
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was based on interviews with the parents and on 
psychiatric interviews with the sophomore men. (Rater 
reliability was .71.) 


Outcome Measures 


Except for estimates of psychological adjustment at 
age 29, these ratings were made by raters blind to 
previous ratings. 

Psychological adjustment, ages 22-29 (N=111). 
Using all data from the previous 10 years, the staff 
reviewed each subject’s history and assigned by con- 
sensus prognostic ratings for future personality stabil- 
ity. A rating of 1 indicated best stability, and 5 
indicated worst stability. 

Psychological adjustment, ages 30-47 (N=188). An 
adult adjustment scale, described in detail elsewhere 
(17, 19), was derived from earlier empirical work on 
the global mental health of each subject. The scale’s 
range from 7 (best) to 16 (worst) was derived from the 
cumulative ratings of seven relatively objectively and 
longitudinally observed items. Five variables were 
scored 2 (true) or 1 (untrue): 1) little occupational 
advancement, 2) limited recreation with others, 3) less 
than 2 weeks’ annual vacation, 4) more than 5 days’ 
annual sick leave, and 5) earned annual income less 
than $20,000 (1968 dollars). Two variables were 
scored 3 (definite), 2 (ambiguous), or 1 (untrue): 1) 
marriage rated by self and wife as unhappy and 2) 
chronic job dissatisfaction. 

Psychological adjustment, ages 48-63 (N=174). 
This scale was similar to that used for subjects at ages 
30-47 except that the income item was replaced by 
retirement before age 65 (absence- 1, partial=2, pres- 
ence=3). Three items were added: 1) psychiatric visits 
since age 48 (2 points), 2) tranquilizer use since age 48 
(2 points), and 3) a rater’s estimate of “global adap- 
tation to aging" (5 points). 

Psychiatric visits (N=174). Number of visits to a 
psychiatrist from age 20 to age 63. 

Sick days (N=177). Mean number of days of sick 
leave per year from age 20 to age 60. 

Marital stability (N—181). Overall quality of mar- 
riage from age 20 to age 60 was assessed on the basis 
of questionnaire data gathered from the husband and 
wife on five occasions. A marriage rated 1 was rela- 
tively happy and of at least 25 years’ duration; a 
marriage rated 4 ended in divorce without satisfactory 
remarriage. 

Mood-altering drug use (N=188). Use of sleeping 
pills, tranquilizers, or amphetamines from age 30 to 
age 52 was assessed on a scale of 1—5: 1—no drug use 
and 5=hospitalization or socioeconomic damage due 
to drug use. 

Physical health (N—188). Records of complete 
physical examinations were obtained in 1969, 1974, 
1979, and 1984. These were rated by an internist kept 
blind to other study data. Almost 8596 of the exami- 
nations included routine laboratory studies, ECG, and 
chest X-rays. The ratings were 1=excellent health (no 
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TABLE 1. Correlations? Between Adult Health and Childhood Environment and College Heart Rate, Run Duration, and Diastolic Blood 





Pressure 
Childhood College College Run College Diastolic 
Environment Heart Rate Duration Blood Pressure 
Adult Health (N=188)° (N=184)° (N-127) (N=188)° 
Psychological health 
Psychological adjustment 
Ages 20-29 years —.44d 21° —22* 13° 
Ages 30-47 years -314 274 —.16£ 01 
Ages 48-63 years —.24° 284 —.14 10 
Psychiatric visits, ages 20—60 years —.23* 14f —.29* 01 
Days sick, ages 20—60 years — 7f 14f —.22* .00 
Marital stability, ages 20—60 years —.13f 10 —.18f —23* 
Mood-altering drug use, ages 20—60 years SA 17% —.14 —.03 
Physical health 
Age 40 years —.04 03 —.08 12 
Age 50 years -Asf 12 -A5f 16f 
Age 60 years —.20* 09 -A1 16f 





*Spearman rank-order correlation coefficients were used for calculations in which at least one variable had fewer than nine values; Pearson 
product-moment correlation coefficients were used for all others. Since low values for all health variables indicated health, the positive 
associations of mental and physical health with warm childhood and long running times are expressed as negative correlations. 


High score warm; low score=bleak. 


“Number varies by 10% on some correlations due to attrition by death as men grew older. 


dp«.001. 
*p«.01. 
fp<.05. 


irreversible pathology), 2=minor chronic problems, 
3=irreversible serious illness without disability, 4= 
irreversible illness with disability, and 5=dead. 


RESULTS 


Table 1 shows that a relatively low college heart rate 
and long college running time predicted future men- 
tal—but not physical—health, whereas a relatively low 
college blood pressure predicted future physical—but 
not mental—health. 

College heart rate (meant+$D=82+14 beats/min- 
ute, range-54—120 beats/minute) predicted mental 
health outcome nearly as well as did childhood envi- 
ronment, the study's most robust predictor variable. A 
high heart rate was associated with poor psychological 
adjustment from age 22 to age 63 and with several 
psychological components: psychiatric visits, sick days 
(a measure in this sample of mental rather than 
physical illness [3]), and use of tranquilizers, sleeping 
pills, and amphetamines. 

A relatively long college running time (mean-239 
67 seconds, range—93—300 seconds) also predicted 
future mental health. Unlike heart rate, running time 
did not predict psychological adjustment at midlife or 
mood-altering drug use, but it did predict stable mar- 
ital commitment. 

College diastolic blood pressure (mean=71+9 mm 
Hg, range-40—95 mm Hg) had a different correlation 
pattern: high diastolic pressure predicted deterioration 
of physical health but did not predict mental health 
outcome except for—surprisingly—a stable marriage. 
Run duration, heart rate, and childhood environment 
significantly intercorrelated with one another, whereas 
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blood pressure correlated with none of these other 
antecedent variables. 

To determine whether the psychological component 
of run duration and heart rate accounted for their 
predictive power, we computed partial correlations to 
control the potentially mediating variables of physical 
fitness and body build for run duration and physical 
fitness for heart rate. When physical fitness and body 
build (for the 60 subjects with available data) were 
controlled for in this way, eight of the 12 significant 
correlations in table 1 remained significant, including 
psychological adjustment at all ages with heart rate 
and at ages 30—47 with college run duration (despite a 
decrease of statistical power to .38 because of the 
reduced sample size). This suggests that it was the 
psychological component of run duration and heart 
rate that accounted for their prediction of mental 
health outcome. 


DISCUSSION 


Our finding that men with a higher standing heart 
rate at age 19 were not as psychologically "sound" in 
college (r=.25, N=184, p<.001) or during the next 40 
years concurs with the observation of Shaffer et al. (8) 
in the only other longitudinal study that has assessed 
the predictive value of heart rate for later mental 
health. The correlations in table 1 of .11 to .39 should 
not be viewed as trivial. An exhaustive review of 
correlations between personality variables observed 
across 20 years or more (20) revealed that correlations 
of .3 are as high as are commonly observed. 

Factors influencing heart rate in healthy people are 
age, sex, sleep, body position, muscular activity, phys- 
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ical fitness, and emotional arousal (21). The first five 
factors were held constant by virtue of our study 
design and homogeneous sample. When the sixth 
factor, physical fitness, was controlled for, most cor- 
relations of heart rate with outcome variables re- 
mained significant. Thus, in this study, emotional 
arousal—the remaining factor—may account for the 
association of heart rate with mental health outcome. 

Althougli heart ráte can increase in response to 
many different stimuli and emotional states (22), we 
speculate that in the setting of a physical examination, 
which required close interaction and physical contact 
with another person, emotional arousal reflected social 
anxiety. Socially anxious adults have a larger increase 
in heart rate during social interactions than those who 
are not socially anxious (23), and socially inhibited 
children have a higher resting heart rate than socially 
uninhibited children (24). 

Astrand and Rodahl (15) described five factors that 
influence the ability to perform sustained physical 
work such as treadmill running: 1) nature of the work 
(e:g., intensity arid technique), 2) environment (e.g., 
altitude and ambient temperature), 3) somatic factors 
(e.g., sex and body build), 4) physical fitness, and 5) 
psychological factors (motivation and attitude). In our 
study, sex, nature of the work, and environment were 
held constant by the study ‘design and laboratory 
conditions. Partialling out physical fitness and body 
build had little effect on the correlation of running time 
with the mental health outcome variables. Thus, again, 
psychological factors—the only remaining variable— 
seems the most logical explanatory variable. Indeed, 
Astrand and Rodahl stated that "physical performance 
is to a significant extent a function of psychological 
factors, notably motivation, attitude to work, and the 
will to mobilize one's resources for the accomplish- 
ment of the task in question" (p. 451). For patients 
with chronic bronchitis, positive attitudes were more 
important than pulmonary function tests in predicting 
aerobic exercise tolerance (15 ). However, we do not 
conclude that physical fitness is irrelevant to physical 
and mental health. Rather, we conclude that in this 
sample, selected without reference to athletic ability or 
pliysical fitness, psychological factors were the impor- 
tant factor. 

Astrand and Rodahl’s “motivation,” "attitude," 
and “will” require more precise definition. We specu- 
late that such terms may reflect suppression, the ego 
mechanism of defense most powerfully correlated with 
multiple facets of mental health in previous studies of 
these men (25) and inner-city men (19, 25). In these 
studies, suppression was defined as the conscious or 
semiconscious decision to postpone paying attention 
to a conscious impulse or conflict, minimizing but not 
denying discomfort and anxiety, looking for silver 
linings, and employing a stiff upper lip—in short, being 
stoical and persevering (26). The study of adult devel- 
opment by Terman and Oden (27) also suggested that 
suppression in adolescence was important to mental 
health and vocational success at age 50. We suspect 
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but cannot prove that perseverance, stoicism, and 
suppression reflect facets of a common trait. In our 
study, the use of suppression from age 20 to age 47 
(assessed on a 4-point scale) correlated at .22 (N=127, 
p<.01) with duration of the treadmill run. lt also 
correlated at ~.25 (N=183, p<.001) with college 
heart rate. Although some studies have linked suppres- 
sion of anger and hostility with higher blood pressure, 
others have not (14, 28); we found that suppression 
did not correlate with diastolic blood pressure (r=.06, 
N=187). 

Because so many disparate influences and discontin- 
uities exist in the life span, it is notable that two 
physiologic variables—heart rate and running dura- 
tion—studied in late adolescence should have pre- 
dicted future merital health nearly as well as did 
childhood environment, the most robust predictor. As 
Baldwin (29) has written, “Longitudinal studies seem 
to have gambled on the existence of clear developmen- 
tal trends that would shine through the welter of 
influerices of uncontrolled events.” It is gratifying to 
find that such trends do exist. 
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A Naturalistic Study of Imipramine in 
Panic Disorder and Agoraphobia 


Thomas A. Aronson, M.D. 





This naturalistic study examined the treatment 
response to imipramine of 60 patients who had 
panic disorder or agoraphobia with panic attacks. 
Only half of the patients could tolerate the drug, but 
of those who did, 88% obtained a markedly 
beneficial clinical effect. An ampbetamine-like side 
effect accounted for most of the dropouts. More than 
one-half of the responders achieved clinical remission 
at doses (100 mg/day) and plasma levels (=150 ng! 
ml) considered to be subtherapeutic for depression. 
There appears to be neither a clear threshold for 
response nor a therapeutic dose range for 
imipramine in the treatment of panic. Doses should 
be adjusted individually and increased conservatively. 

(Am J Psychiatry 1987; 144:1014—1019) 





N A ultiple controlled studies have demonstrated the 

efficacy of tricyclic antidepressants combined 
with supportive or behavioral therapy in the treatment 
of panic disorder and agoraphobia (1—4). However, 
studies differ markedly in terms of drug doses and 
treatment recommendations to clinicians, particularly 
in regard to imipramine, the drug about which the 
most reports have been made to date. 

For example, Marks et al. (5) found that imipramine 
was no more effective than placebo and that neither 
the dose nor the plasma concentration of the drug 
correlated with improvement. On the other hand, 
Sheehan et al. (6) reported a significant treatment effect 
with imipramine, 150 mg/day, which, however, ap- 
peared to be less robust than the effect with phenelzine, 
45 mg/day. Both of these studies have been criticized 
for using lower mean imipramine doses than were used 
in studies by Zitrin et al. (1, 2), who found significant 
imipramine effects. In addition, Mavissakalian et al. 
reported a positive association between dose (7) and 
plasma level (8) and improvement in agoraphobia. 
This improvement correlated significantly only with 





Received Oct. 21, 1985; revised March 27 and Oct. 17, 1986; 
accepted Jan. 9, 1987. From the Department of Psychiatry and 
Behavioral Science, State University of New York at Stony Brook. 
Address reprint requests to Dr. Aronson, Department of Psychiatry 
and Behavioral Science, Health Sciences Center, T-10, State Univer- 
sity of New York, Stony Brook, NY 11794-8101. 

Copyright © 1987 American Psychiatric Association. 


1014 


plasma imipramine levels, not desipramine or com- 
bined levels; moreover, there was no correlation be- 
tween plasma levels and improvement in panic attacks. 
These results were also contradicted; Ballenger et al. 
(9) found significant treatment effects in agoraphobia 
but no clear correlation between plasma levels and 
response. They suggested that patients whose plasma 
levels were maintained in the lower range (100—150 
ng/ml) seemed to respond better clinically than those 
whose levels were in the higher range (200—250 ng/ 
ml). More confusing, there have been several anecdotal 
reports (10—13) that very small doses of imipramine 
(10-25 mg/day) are sometimes clinically effective. 

To summarize, most studies agree that imipramine 
works in the treatment of agoraphobia but disagree at 
what dose or plasma level. It remains controversial 
whether patients with panic disorder or agoraphobia 
should have doses or plasma levels similar to those of 
patients with depression. 

Compared to the limited studies of imipramine in 
panic disorder and agoraphobia, the relationship be- 
tween plasma level and clinical outcome in depression 
is clearest and most straightforward with imipramine. 
At least seven studies (14—20) measuring both imipra- 
mine and its desmethylated metabolite desipramine 
have consistently found a linear or sigmoidal relation- 
ship between the plasma desipramine level and/or the 
combined plasma level and clinical outcome. 

Although most panic and agoraphobic patients have 
benefited from imipramine in controlled clinical trial 
settings, to my knowledge there have been no previous 
naturalistic studies of how patients fare in typical 
treatment settings: how many actually tolerate the 
medication, how many benefit, doses and plasma levels 
required to achieve clinical remission, dropout rates, 
frequency of problematic side effects, and reasons for 
treatment failure. This report describes the imipramine 
treatment of 60 patients with panic disorder and 
agoraphobia. 


METHOD 


The study involved a cohort of 60 consecutive 
self-referred patients who met the DSM-III criteria for 
panic disorder or agoraphobia with panic attacks, as 
judged by two clinical raters. They were treated in a 
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university hospital anxiety disorders clinic in an open, 
nonblind clinical trial of imipramine plus individual 
behavioral therapy. 

Initially, we gave the patients doses of imipramine 
similar to the usual doses for treatment of a major 
depressive disorder, i.e., rapid titration to 150—200 
mg/day. For reasons to be discussed later, we soon 
abandoned this strategy and began to use a conserva- 
tive dose based on a dose-response strategy: in both 
diagnostic groups doses were started at 25 mg/day and 
increased by 25—50 mg/week up to 100 mg/day and 
thereafter by 50 mg/week up to 300 mg/day only if 
panic attacks continued to occur. For those patients 
with phobic and avoidant complications who reached 
an apparently stable dose, behavioral homework as- 
signments were encouraged for testing the antipanic 
efficacy of the drug. We tried to treat patients with the 
lowest possible effective doses. The stable maintenance 
doses at which they remained panic free for at least 1 
month are reported here. Panic free was defined as the 
absence of both spontaneous and situational panic 
attacks that met DSM-III criteria. 

After 4 months of treatment, the patients’ responses 
to treatment were globally rated by the treating phy- 
sicians as excellent, good, fair, or poor. The patients 
with ratings of good or excellent were panic free but 
differed in the degree of improvement of their phobic 
avoidance. Patients with a rating of fair showed only 
limited improvement in panic or phobias, and those 
with a rating of poor did not improve. Because of the 
limited number of patients, the good and excellent and 
the fair and poor groups were combined for purposes 
of analysis. No systematic rating scales or behavioral 
measures were used, however. 

Eighteen patients (3096) terminated prematurely, 
usually by the fourth therapy session. Reasons for 
premature termination were assessed at the time of the 
last appointment or by a subsequent telephone call, 
but they could not be determined for six patients. The 
other 42 patients (7096) remained in treatment for 4— 
12 months; 33 took imipramine and nine were 
switched to a secondary tricyclic antidepressant, 
phenelzine, or alprazolam. Although the outcomes of 
patients who were switched to other medications were 
very similar, for the purposes of this discussion I 
present data only for those who took imipramine the 
whole time. 

Side effects were spontaneously reported by pa- 
tients; a structured questionnaire about side effects 
was not used. We also noted how many patients 
complained of a stimulant response and tried to reas- 
sure these patients and/or lower the dose before 
switching to another medication. 

Once a patient was panic free and had been taking a 
stable dose of imipramine for at least 1 month, blood 
was drawn 10—12 hours after ingestion of the drug for 
determining plasma levels. All patients were ques- 
tioned carefully about compliance with their drug 
regimens, and all appeared to have cooperated fully, 
although compliance was not reliably validated. Imip- 
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ramine and desipramine plasma levels were deter- 
mined by the gas chromatographic technique (at Smith 
Kleine Bioscience). Eighteen of the 29 patients who 
became panic free while taking imipramine agreed to 
having blood drawn for determining plasma levels. 


RESULTS 


Twenty-nine patients (48% of the original cohort of 
60) had good to excellent outcomes with imipramine, 
and four had a fair or poor clinical response to it. Six 
patients dropped out for unknown reasons. Three 
others refused or were refused medication altogether: 
two were pregnant, a third schizotypal. Eighteen pa- 
tients had intolerable side effects, and only nine of 
these continued in the clinic and achieved good to 
excellent outcomes with phenelzine, alprazolam, or a 
secondary tricyclic. In total, 18 patients (30%) prema- 
turely terminated treatment, and 38 (63%) had good 
to excellent outcomes. 

The major known reason for early dropouts was 
medication intolerance (nine patients). In all, 18 pa- 
tients could not tolerate the imipramine because of side 
effects: 13 had a stimulant reaction, two had an 
anticholinergic reaction, one had an allergic reaction, 
and two had an orthostatic reaction. Excluding the 
nine who refused or prematurely dropped out, this 
represents 35% (18 of 51) of the total sample. Only 
half of these patients continued treatment with another 
drug. By far the greatest cause of medication intoler- 
ance was an initial amphetamine-like response (13 
patients), which has been previously described in panic 
disorder. This involved complaints of increased gener- 
alized anxiety, insomnia, tremulousness, and tachycar- 
dia. Besides the nine patients who prematurely termi- 
nated and the four who switched to another med- 
ication because of the stimulant reaction, another six 
patients were able to tolerate the stimulant response 
until it disappeared, and they continued to take imip- 
ramine. Thus, 19 (37%) of the 51 patients experienced 
a stimulant reaction to the imipramine, which was 
tolerated and eventually disappeared (generally, in 3— 
14 days) in a third of them (six patients) but led to 
premature termination (after the first or second ses- 
sion) in half (nine patients). 

Of the patients who could tolerate the imipramine, 
88% (29 of 33) achieved good to excellent outcomes; 
that is, panic attacks disappeared, and although pho- 
bic behavior typically lagged behind in improvement, 
by 4 months notable gains had also been made. Table 
1 presents the age, sex, diagnoses, doses, and plasma 
levels at which the 29 patients taking imipramine 
became panic free. 

For the entire 29, the mean+SD dose of imipramine 
was 130+75.3 mg/day, and the range was 25—300 mg/ 
day. For the 18 of the 29 whose plasma levels were 
also ascertained, meant SD imipramine, desipramine, 
and combined levels were 61.8+57.1 ng/ml, 108+ 
122.1 ng/ml, and 186190 ng/ml, respectively. The 
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TABLE 1. Doses of Imipramine and Plasma Levels of Imipramine and Desipramine at Which 29 Patients With Panic Disorder or Agoraphobia 


With Panic Attacks Became Panic Free 





i ; Plasma Level 
Imipramine 
Age Dose Imipramine Desipramine Combined 
Patient (years) Sex Axis I Diagnoses (mg/day) (ng/ml) (ng/ml) (ng/ml) 
1 38 F Agoraphobia with panic attacks; alcohol abuse 25 0 0 0 
2 41 F Agoraphobia with panic attacks 25 22 0 22 
3 35 F Agoraphobia with panic attacks 50 25 37 62 
4 22 F Agoraphobia with panic attacks 75 23 0 23 
5 36 F Agoraphobia with panic attacks 75 30 114 144 
6 27 F Agoraphobia with panic attacks 100 45 42 87 
7 35 F Agoraphobia with panic attacks; diazepam dependence 100 28 28 56 
8 34 M Panic disorder 100 26 30 56 
9 36 M Panic disorder 100 51 61 112 
10 32 F Panic disorder 150 84 179 263 
11 37 F Panic disorder 150 63 61 124 
12 24 M Panic disorder; simple phobias 150 19 38 57 
13 27 F Agoraphobia with panic attacks; major depression 200 182 257 43 
14 42 F Agoraphobia with panic attacks 200 110 312 422 
15 35 F Agoraphobia with panic attacks 200 268 362 630 
16 38 F Agoraphobia with panic attacks 200 54 183 237 
17 46 F Agoraphobia with panic attacks 250 205 89 294 
18 44 F Agoraphobia with panic attacks; major depression 300 83 420 508 
19 42 M Panic disorder; dysthymic disorder 50 — — — 
20 26 F Panic disorder 50 — — — 
21 25 F Agoraphobia with panic attacks 75 — — — 
22 29 F Panic disorder 75 — — — 
23 38 M Panic disorder 100 — — — 
24 20 F Panic disorder 100 — — — 
25 36 M Panic disorder; psychogenic pain disorder 150 — — — 
26 36 F Agoraphobia with panic attacks 150 — — — 
27 30 F Agoraphobia with panic attacks 150 — — — 
28 45 F Agoraphobia with panic attacks 200 — — — 
29 41 F Panic disorder 300 — — — 


total levels ranged from 0 to 630 ng/ml. The large 
standard deviations and dose ranges suggest a wide 
variation in clinical responsiveness. 

Two-tailed t tests showed no significant differences 
in dose (t=0.45, df=26, p=.66) between the patients 
with panic disorder (N12; mean SD dose=123+67 
mg/day) and the patients with agoraphobia with panic 
attacks (N=17; 13682 mg/day). There were also no 
significantly different dose requirements (t=0.80, 
df=26, p.43) between the men (N=6; mean+SD 
dose=108+37 mg/day) and the women (N=23; 
136+82 mg/day). 

Four patients taking imipramine did not do well. 
Two of them had borderline personality disorders: one 
later overdosed on imipramine and alprazolam; an- 
other had her panic attacks subsequently controlled by 
phenelzine but could not generalize the positive clinical 
effect into other areas of her chaotic life. A third 
patient started to have attacks of suddenly falling 
asleep. Eventually, both narcolepsy and mitral valve 
prolapse were documented, and after several medica- 
tion trials his symptoms were finally controlled with 
methylphenidate and propranolol. Another patient, 
who was chronically agoraphobic and had only situa- 
tional, nonspontaneous panic attacks, could not be 
engaged in exposure therapy to test the effectiveness of 
the antipanic medication. 

Figures 1 and 2 illustrate the doses and combined 
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FIGURE 1. Doses of Imipramine at Which Patients With Panic 
Disorder or Agoraphobia With Panic Attacks Stayed Panic Free 
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plasma levels at which patients were maintained panic 
free. One can observe from these figures that 1) 5296 
(15 of 29) achieved clinical remission at doses of 100 
mg/day or less, which are usually considered subther- 
apeutic for depression; 2) 6196 (11 of 18) of the 
responders had combined plasma levels below the 
usual therapeutic range for depression, reported in our 
laboratory as 150—300 ng/ml; 3) four patients had 
supranormal plasma levels (7300 ng/ml) two of 
whom were the only endogenously depressed patients 
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FIGURE 2. Combined Plasma Levels of Imipramine and Desipra- 
mine at Which Patients With Panic Disorder or Agoraphobia With 
Panic Attacks Stayed Panic Free 
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in the entire sample. It should also be mentioned that 
one of the two patients who responded at a dose of 25 
mg/day had a plasma level of 0 ng/ml, which was 
probably due to laboratory artifact rather than non- 
compliance; she was upset when she was later told to 
stop the medication because she had become unexpect- 
edly pregnant and was eager to restart after the 
pregnancy was terminated. 


DISCUSSION 


The results of this study should be regarded as 
tentative, as there were a number of methodological 
limitations in its naturalistic design. No objective 
symptom or behavioral rating scales were used, and no 
systematic observations were made concerning re- 
sponse. Instead, patients’ responses were globally rated 
by the treating physicians. Since only 18 of the 29 
patients who improved while taking imipramine 
agreed to have their plasma levels measured, the 
plasma level data may not be a representative sample. 
This was not a dose-response study. Plasma levels and 
maintenance doses are reported only for those who 
became panic free and had good to excellent outcomes 
after 4 months of treatment; hence, it is difficult to 
make any direct comparisons with the contradictory 
results of dose-response studies (7—9). The data do not 
allow any conclusions about whether the imipramine, 
desipramine, or combined plasma levels correlated 
with clinical improvement. Previous studies have re- 
ported either no correlation or correlation with plasma 
imipramine level only, unlike the correlations found in 
depressed patients. 

However, our design allowed discrimination of re- 
sponse at lower doses, which was not possible in the 
previous studies. Presumably, if most of the patients in 
this study had been given higher doses, they would 
have responded at the same rate; they simply would 
have been given too much medicine. Our control over 
medication compliance and the timing of plasma level 
determination was limited. Even if medication compli- 
ance had been suspect, however, it would only have 
biased the results in favor of responsiveness to low 
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doses, which, as this article has emphasized, is quite 
common. 

Only one-half of our patients (29 of 60) did well on 
imipramine; 18 others refused or dropped out prema- 
turely. Another nine did well on other antipanic med- 
ications they switched to because of intolerable side 
effects. For those who could tolerate imipramine, the 
vast majority (88%, or 29 of 33) did exceptionally 
well; that is, they became panic free, although im- 
provement in phobic avoidance typically lagged be- 
hind. It was our clinical impression that it generally 
took 3—6 weeks for patients to become panic free but 
3-6 months for a considerable reduction of their 
phobic avoidance and anticipatory anxiety. 

Intolerable side effects were quite common, particu- 
larly the amphetamine-like reaction, which we have 
observed only in patients with panic disorder. In our 
limited experience, it appears that this most common, 
problematic side effect typically occurs at the begin- 
ning of treatment, is dose related, recurs if one 
switches to another tricyclic amine or to phenelzine 
but not alprazolam, and requires much support and 
encouragement to keep the patient in treatment. Sub- 
sequent clinical experience suggests that the adjunctive 
use of alprazolam can reduce or eliminate this side 
effect, but this notion requires further study. 

The few patients (four of 33) who did not improve 
with imipramine had axis I diagnoses other than panic 
disorder or agoraphobia, were borderline personali- 
ties, or simply could not be induced to try exposure to 
situations in which they had previously panicked. It 
was our clinical impression that many agoraphobic 
patients with primarily situational, provoked panic 
attacks were reluctant to test out the efficacy of their 
antipanic medication. There is disagreement about 
whether imipramine has an additional antiphobic ef- 
fect that lags behind its antipanic effect. For example, 
Mavissakalian et al. (7—8) found a correlation between 
dose, plasma levels, and improvement in agoraphobia, 
not panic attacks. However, our experience with ago- 
raphobic patients who responded partially or not at all 
to medication suggests that motivation to try exposure 
in vivo is the key element. In fact, we have since treated 
three severely agoraphobic women whom medications 
have made panic free but who have made quite limited 
gains in terms of their avoidance behavior. Conse- 
quently, we now emphasize to patients that the medi- 
cations only block panic attacks and that it will be 
their responsibility, with our help, to overcome their 
phobic avoidance. 

Our relatively high dropout rate (30%, N=18) 
actually compares well with those in other controlled 
studies: Marks et al. (5) had 36%, Sheehan et al. (6) 
had 26%, and Zitrin et al. (1) had 21%. It reflects in 
part the clinical inexperience of the psychiatric resi- 
dents who staffed the anxiety disorders clinic, as well 
as an inherent feature of the naturalistic design of the 
study, since potential noncompleters were not screened 
out. However, it also raises the issue of how acceptable 
treatment of agoraphobia by medication is to a wider 
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group of patients. A review of a large number of 
studies indicated that the median dropout rate from 
exposure-based treatment for agoraphobia was 12% 
(21), but this figure rises to 25% —40% when drugs are 
added or when the exposure in vivo is intensive rather 
than graduated and self-paced (22). Studies are needed 
to further delineate why it is difficult to retain these 
patients in treatment, as well as to define strategies to 
lower the attrition rate. It was our clinical impression 
that these patients are often quite preoccupied with 
somatic problems and are hypochondriacal in their 
reactions to side effects. 

The doses and plasma levels at which our patients 
became panic free and achieved good to excellent 
outcomes suggest several practical clinical points. 

1. Slightly more than one-half of the patient sample 
responded to imipramine doses of 100 mg/day or less 
and at combined imipramine and desipramine plasma 
levels of 150 ng/ml or less, which are usually consid- 
ered subtherapeutic for the treatment of depression. In 
fact, this may represent an underestimate of the low- 
dose responders, since, as previously mentioned, the 
first patients in the treatment program were given 
doses similar to those for depression, and medication 
compliance in this outpatient sample could not be 
ensured. Although we did not have enough data points 
to conclude whether there was a bimodal, continuous, 
or some other type of distribution of effective doses or 
blood levels, there was certainly a tremendous varia- 
tion. Again, it cannot be assessed from our data 
whether this represented a duration effect (ie., low 
doses given long enough produce the same response as 
high doses do) or different neurobiological subgroups; 
however, it does suggest that imipramine’s antipanic 
effect may involve a different neurobiological mecha- 
nism from that of its antidepressant effect, given the 
different range of doses and plasma levels. From our 
data it appears that there may be no clear threshold for 
response and no well-defined therapeutic range but, 
rather, a continuous curve of responders. Clinically, in 
other words, a patient’s dose must be individually 
titrated. Clinical response rather than reaching a pre- 
sumably therapeutic blood level is what matters. 

2. A few patients required quite high doses and 
plasma levels, and a few responded to quite low ones. 
Similar idiosyncratic responses to high doses and 
plasma levels have also been reported among patients 
with major depression (23). It is noteworthy that two 
of our four high-dose patients had coexistent severe 
endogenous depression. An unresolved question is 
whether the severity of depression affects the dose 
needed. Patients with major depression complicating 
their panic disorder or agoraphobia may need doses 
and plasma levels that would be appropriate for treat- 
ing depression. We did not examine a related issue— 
that is, the relationship between the severity of the 
panic disorder and the dose requirement. The rela- 
tively high prevalence of intolerance to imipramine in 
panic disorder and the responsiveness to low doses 
(53%) suggest that patients should be started slowly 
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and conservatively at low doses (10 or 25 mg/day) 
when they are being treated for panic disorder with or 
without agoraphobia. 

3. My colleagues and I question the need for deter- 
mining plasma levels of imipramine in panic disorder, 
except perhaps to monitor compliance, identify slow 
metabolizers, and avoid potentially toxic levels in 
geriatric and medically ill patients, Our data suggest 
that there may not be a threshold of response or a 
clear-cut therapeutic range, as there seems to be in 
depression. Even though these results contradict those 
of Mavissakalian et al. (7, 8), they are consistent with 
those of the controlled study by Ballenger et al. (9). 
The response in panic disorder and agoraphobia ap- 
pears to be more idiosyncratic, requiring careful 
titration of individual doses. Further systematic study 
seems warranted. 
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A Family Study of Generalized Anxiety Disorder 


Russell Noyes, Jr., M.D., Cheryl Clarkson, M.S.W., Raymond R. Crowe, M.D., 
William R. Yates, M.D., and Cheryl M. McChesney, M.D. 


The frequency of generalized anxiety disorder was 
higher among first-degree relatives of probands with 
generalized anxiety (N=20) than among the relatives 
of control subjects (N=20), but it was not higher 
among relatives of probands with panic disorder 
(N=40) or agoraphobia (N=40). Also, the frequency 
of panic disorder was higher among relatives of 
probands with panic disorder than among control 
relatives but was not higher among relatives of 
generalized anxiety probands, Relatives of probands 
with generalized anxiety who had the same disorder 
had a mild, stress-related illness. The results confirm 
the separation between generalized anxiety disorder 
and panic disorder but challenge the distinction 
between generalized anxiety and adjustment 
disorders. 

(Am J Psychiatry 1987; 144:1019—1024) 


eneralized anxiety disorder was introduced into 
DSM-III as a residual category for patients with 
chronic anxiety symptoms without anxiety attacks. 





Received April 28, 1986; revised Nov. 14, 1986; accepted Dec. 
24, 1986. From the Department of Psychiatry, University of lowa 
College of Medicine. Address reprint requests to Dr. Noyes, Depart- 
ment of Psychiatry, University of Iowa College of Medicine, 500 
Newton Rd., Iowa City, IÀ 52242. 

Supported in part by a grant from the Upjohn Company. 

Copyright € 1987 American Psychiatric Association. 


Am J Psychiatry 144:8, August 1987 


The separation of anxiety neurosis into panic disorder 
and generalized anxiety disorder was based on Klein’s 
observation of anxiety syndromes that appeared dif- 
ferentially responsive to drugs (1). He noticed that 
imipramine blocked panic attacks but that it did not 
affect generalized anxiety, the latter being more re- 
sponsive to benzodiazepines. However, from the time 
of its inclusion in the new classification, questions were 
raised about the validity, even the reliability, of this 
diagnosis. Also, because only about 10% of the anx- 
ious patients treated by psychiatrists have generalized 
anxiety disorder, the illness has received little study (2— 
4). 

Epidemiologic surveys (5, 6) have found generalized 
anxiety disorder prevalent in the population, and 
clinical studies have suggested that the disorder can be 
distinguished from panic disorder. Hoehn-Saric (7, 8) 
observed fewer somatic symptoms in patients with 
generalized anxiety, as did Anderson et al. (9), who 
also found generalized anxiety disorder to have a more 
gradual onset, a more chronic course, and a more 
favorable outcome than panic disorder. These authors 
and Thyer et al. (10) found an earlier age at onset for 
generalized anxiety than for panic disorder. Although 
Raskin et al. (11) found these types of patients similar 
in terms of a number of antecedents, fewer of the 
generalized anxiety patients had disturbed childhood 
environments or secondary depression. 

Family and twin studies have supported the distinc- 
tion between generalized anxiety and panic disorder. 
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Crowe et al. (12) found a higher prevalence of panic 
disorder among relatives of probands with panic dis- 
order than among control relatives but no difference in 
the prevalence of generalized anxiety disorder. Simi- 
larly, Noyes et al. (13) found similar rates of general- 
ized anxiety disorder among relatives of agoraphobic 
patients and control relatives, and Cloninger et al. (14) 
reported that many of the relatives of patients with 
panic disorder had panic attacks but that relatives of 
patients with other anxiety disorders did not. Also, 
Torgersen (15) showed that genetic factors are impor- 
tant in the transmission of panic but not generalized 
anxiety disorder. He found no difference in the fre- 
quency of anxiety disorders among monozygotic and 
dizygotic twins of probands with generalized anxiety 
disorder. 

Until recently, drug treatment has appeared to dis- 
tinguish panic and generalized anxiety disorders. The 
antipanic effect of imipramine has been confirmed in 
controlled studies, and the drug has a well-established 
place in the treatment of panic disorder and agorapho- 
bia (16). However, the belief that these disorders are 
unresponsive to benzodiazepines was challenged by 
the demonstration of antipanic effects of alprazolam 
(J. Ballenger et al, unpublished paper, 1985) and 
diazepam (17). With respect to generalized anxiety, the 
benzodiazepines have long been considered the stan- 
dard drug treatment, but Kahn et al. (18) recently 
found imipramine effective in a large group of volun- 
teers with this disorder. This finding, if confirmed, 
would further challenge the notion of a differential 
treatment response. 

To test the validity of generalized anxiety disorder 
we undertook a family interview study. Because the 
disorder is believed to be heterogeneous, we hypothe- 
sized that relatives of persons with the disorder would 
have a higher frequency of anxiety, affective, and 
alcohol disorders than control relatives (2, 3). For the 
purposes of this preliminary study we selected pro- 
bands with generalized anxiety disorder who had 
never experienced a panic attack. 


METHOD 


Twenty probands with generalized anxiety disorder 
were recruited through newspaper advertisement. Po- 
tential probands were interviewed by a psychiatrist 
(W.R.Y. or C. M.M.) who administered a structured 
interview designed to screen for major medical and 
psychiatric disorders and to emphasize anxiety disor- 
ders (13). The diagnosis of generalized anxiety disor- 
der was made according to DSM-III criteria by two 
psychiatrists (R.R.C. and R.N.) who reviewed the 
interview data and available medical records. Any 
subject suspected of ever having had a panic attack 
was excluded. The mean+SD age of the probands with 
generalized anxiety disorder was 44.0£14.6 years; 
60.0% were female. Fourteen probands had experi- 
enced at least one episode of major depression after the 
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onset of generalized anxiety, and three had developed 
alcohol or drug abuse. Fifteen had been treated for 
their disturbance; four had had psychiatric treatment. 

The probands with panic disorder, agoraphobia, 
and no anxiety disorder had been studied earlier (13). 
The probands with panic disorder and agoraphobia 
had been identified through an agoraphobia self-help 
group and a psychiatric clinic; the control probands 
had been selected from surgical patients and hospital 
employees. The percentages of women for the panic 
disorder, agoraphobic, and control probands were 
67.5%, 67.5%, and 75.0%, respectively. The mean 
SD ages of the three groups were 42.7+10.7, 
40.2+10.4, and 38.1: 9.4 years. Secondary depression 
was diagnosed in 14 panic disorder and 19 agorapho- 
bic probands. Secondary alcohol or drug abuse was 
identifed in three panic disorder probands and 12 
agoraphobic probands. Three control probands re- 
ceived psychiatric diagnoses; these were major depres- 
sion, simple phobia, and adjustment disorder with 
mixed features. 

All available first-degree relatives were interviewed 
by one of the investigators (C.C.). Relatives within 150 
miles were personally interviewed; those living farther 
away were interviewed by telephone. The same struc- 
tured interview used with the probands was adminis- 
tered to the relatives (13). The relatives also completed 
the Brief Symptom Inventory (19), the Fear Survey 
Schedule (20), and the Personality Diagnostic Ques- 
tionnaire (PDQ) (21). Family history information on 
relatives not interviewed was obtained from probands 
and family members by means of a brief interview 
schedule that emphasized anxiety, affective, and alco- 
hol disorders. 

Diagnoses were made independently by two psychi- 
atrists (R.N. and R.R.C.) after review of all available 
information. They were made according to DSM-III 
criteria with certain exceptions. “Probable generalized 
anxiety disorder" was used for relatives who reported 
symptoms in only two of the four criterion symptom 
categories but otherwise met the criteria for general- 
ized anxiety disorder. Relatives who reported one or 
more panic attacks were assigned a diagnosis of “prob- 
able panic disorder." Those whose attacks were ac- 
companied by two or three criterion symptoms but 
otherwise met the criteria for panic disorder were also 
given this diagnosis. The family history diagnoses were 
made according to the Family History Research Diag- 
nostic Criteria (22) except for generalized anxiety 
disorder, panic disorder, and agoraphobia; these dis- 
orders were diagnosed according to the same criteria 
used for the interviewed subjects. Diagnostic differ- 
ences were resolved by discussion. 

Anxiety disorders were diagnosed in relatives ac- 
cording to the hierarchy outlined in DSM-III. How- 
ever, the diagnosis of generalized anxiety disorder was 
reserved for relatives who had never experienced a 
panic attack. Also, a diagnosis of agoraphobia re- 
quired definite phobic avoidance. Subjects with panic 
attacks but no avoidance were diagnosed as having 
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TABLE 1. Frequency of Psychiatric Disorders in First- -Degree Relatives of Control (N=20), Generalized Anxiety (N=20), Panic Disorder 
(N=40), and Agoraphobic (N=40) Probands 





Relatives of Relatives 
Relatives Generalized of Panic Relatives of 
of Control Anxiety Disorder Agoraphobic Chi-Square 
Probands Probands Probands Probands Analysis 
(N=113) (N=123) (N=241) (N=256) 3 
DSM-III Diagnosis N % N % N % N % (df=3) p 
Anxiety disorders 15 133 37 30. 15 62 25.7 71 27.7 10.98 <.05 
Panic disorder 4 3.5 5 41> 36 14.9 18 7.0 20.03 <.001 
Agoraphobia 4 35 4 3a 4 17 24 94 17.56  «.001 
Social phobia 1 0.9 1 0.8 4 1.7 9 3.5 — ns. 
Simple phobia 2 1.8 2 1.6 4 1.7 7 2.7 — ns. 
Generalized anxiety disorder 4 35 24 19.55 13 5.4 10 3.9 36.58 <.001 
Obsessive-compulsive disorder 0 0.0 1 0.8 0 0.0 2 0.8 — n.s. 
Other 0 0.0 0 0.0 1 0.4 1 0.4 — ns. 
Alcohol disorders 5 44 8 6.5 16 6.6 33 129 10.531 <.05 
Affective disorders 8 74 9 7.3 10 41 12 4.7 — ns. 
Other disorders 4 35 oe) 73 16 6.6 18 7.0 — n.s. 
All disorders 32 283 63 51.2 104 43.2 134 523 24.445 | «001 
*Anxiety disorders (combined) were more frequent among generalized anxiety disorder relatives than control relatives (x^—9.68, df=1, 
p<.01). 


>The combined total of panic disorder and agoraphobia was higher for panic disorder relatives than generalized anxiety disorder relatives 
(x?=6.02, df=1, p<.05). 

«Generalized anxiety disorder was more frequent among generalized anxiety disorder relatives than control relatives (y?7=14.37, df=1, 
<.001). 

dnd ie three relatives who had adjustment disorder with anxious mood. 


panic disorder. The diagnoses of other anxiety disor- 
ders were made according to the predominant symp- 
toms. Where affective or alcohol disorders occurred 
concomitantly, the disorder that appeared first was 
considered primary. 


RESULTS 


There were 123 first-degree relatives of probands 
with generalized anxiety who were available for study. 
The mean+SD age of these relatives was 49.6+20.0 
years, and 53.7% were women. Personal interviews 
were completed with 68.3%, 13.0% refused or were 
not located, and 18.796 were deceased. 

The frequency distributions of psychiatric disorders 
among the relatives of generalized anxiety, panic dis- 
order, agoraphobic, and control probands are shown 
in table 1. These percentages are based on probable 
and definite diagnoses of generalized anxiety disorder, 
panic disorder, and agoraphobia. Of the 24 relatives of 
probands with generalized anxiety disorder who also 
had generalized anxiety, 18 received definite and six 
received probable diagnoses. The prevalence of anxiety 
disorders among the relatives of probands with gener- 
alized anxiety disorder was higher than that for the 
control subjects' relatives, just as it had been among 
the relatives of probands with panic disorder and 
agoraphobia (13). The higher rate was similar in terms 
of the proportion affected, but the distribution within 
the anxiety disorder category was different. A greater 
proportion of generalized anxiety relatives had gener- 
alized anxiety disorder than did the relatives of the 
control, panic disorder, or agoraphobic probands. 
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There was no higher frequency of other anxiety disor- 
ders, including panic disorder, agoraphobia, or these 
disorders combined. Among the relatives of the pro- 
bands with generalized anxiety disorder, a greater 
proportion of women (24.2%) were diagnosed as 
having generalized anxiety disorder than men 
(14.0%). 

All of our probands with generalized anxiety disor- 
der met the revised DSM-III criteria (DSM-III-R) for 
this disorder, although they were not required to do so. 
As may be seen in table 2, their age and sex distribu- 
tion were similar to those of the probands with panic 
disorder and agoraphobia, but these probands had an 
earlier and more gradual onset than those with panic 
disorder or agoraphobia. Like the panic disorder and 
agoraphobic probands, about a quarter of those with 
generalized anxiety disorder reported a remitting 
course (symptom-free intervals of at least 3 months). 
However, all but two claimed to have been sympto- 
matic a majority of the time since the onset of the 
disorder, a median of 22.5 years earlier. A greater 
proportion of probands with generalized anxiety had 
experienced secondary depression and were sympto- 
matic at the time of the interview. 

The relatives of the probands with generalized anx- 
iety disorder who were identified as having the same 
disorder shared the symptoms of anxious expectation, 
vigilance and scanning, motor tension, and autonomic 
hyperactivity. However, as may be seen in table 3, they 
were older at illness onset than the probands and had 
a significantly shorter median duration of illness. They 
also differed from the probands in that more of them 
had remissions, fewer had secondary depression, and 
fewer reported abnormal personality traits. Half of 


1021 








GENERALIZED ANXIETY DISORDER 





TABLE 2. Clinical Features of Probands With Generalized Anxiety Disorder, Panic Disorder, and Agoraphobia 








Generalized 
Anxiety Probands 

(N=20)° 

Feature* : N % 
Female 12 60.0 
Sudden onset 1 5.0 
Precipitating events 16 80.0 
Premorbid anxious traits 8 40.0 
Unremitting course 15 75.0 
Secondary depression 14 70.0 
Secondary alcohol abuse 3 15.0 
Symptomatic at time of interview 20 100.0 
Taking medication at time of interview 9 45.0 


Panic Disorder Agoraphobic 

Probands Probands Chi-Square Analysis 
(N=40)? (N=40)? S ee 

N % N 96 (df=2) p 

27 675 27 675 — n.s. 

15 417 28 70.9 23.09 | «.005 

24 66.7 23 $7.5 — n.s. 

12 343 20 50.0 — ns. 

23 65.7 31 77.5 — n.s. 

14 35.0 19 47.5 6.56 <.05 
3 TS 12 30.0 7.01 <.05 

29 80.6 38 95.0 7.27 «0$ 

17 472 28 70.0 — n.s. 


*The mean+SD ages of the three groups were 44.0+14.6, 42.7+10.7, and 40.2+10.4 years, respectively. Their mean+SD ages at onset were 
19.2x:11.9, 28.0£10.8, and 23.9::8.2 years (F=5.01, df=2, 93, p<.01; data not available for four panic disorder probands). 
In a few instances sample size is less than the figure shown because of incomplete data. 


TABLE 3. Clinical Features of Probands With Generalized Anxiety Disorder and Their Relatives With the Same Diagnosis 











Probands Relatives Chi-Square Analysis? 

(N-205) (N-24) PIA S 
Feature? N % N % (df=1) p 
Female 12 60.0 16 66.7 — ns. 
Sudden onset 1 5.0 7 36.8 4236 <.02 
Precipitating stressor of at least moderate severity 14 70.0 16 842 — n.s. 
Abnormal personality traits 14 734 7 35.0 5.12 «05 
Unremitting course 15 75.0 4 20.0 7.40 | «01 
Secondary depression 14 70.0 5 20.8 8.84  «.005 
Ever treated 15 75.0 12 50.0 — n.s. 
Symptomatic at time of interview 20 100.0 9 47.4 14.16 — «.001 








*The mean+SD ages of the probands and relatives were 44.0£14.6 and 48.4+18.2 years, respectively. Their ages at onset of illness were 
19.2::11.9 and 31.2+12.8 years (t=2.92, df=37, p<.01), and their median durations of illness were 12.5 and 1.0 years (longest episode of 
illness for each patient was used to calculate median duration of illness). 

In some instances sample size is less than the figure shown because of incomplete data. 


*Chi-square tests were done with Yates’ correction. 


these relatives had received treatment at some time, 
and nearly half reported symptoms at the time of 
interview. Of the 27 symptomatic periods described by 
the interviewed relatives, 24 were judged to have been 
precipitated by events or circumstances that were 
responsible for continuing symptoms. When all stres- 
sors were rated according to the DSM-III severity 
scale, 70.4% were judged to have been at least severe 
and 85.196 were at least moderate. 

Roughly a third (36.8%) of the probands with 
generalized anxiety disorder were identified as having 
DSM-III personality disorders on the basis of the 
PDQ. An additional third (36.896) met the criteria in 
terms of traits but scored below the cutoff for a 
disorder on the impairment/distress scale. Dependent 
personality was identified most often among the pro- 
bands. By contrast, only 15.0% of their relatives with 
generalized anxiety were identified by the PDQ as 
having personality disorders, and an additional 20.0% 
met the criteria for traits. The mean impairment/ 
distress score for the probands was 1.7, compared to 
1.1 for their relatives with generalized anxiety disor- 
der. Among relatives with no diagnoses, 3.4% had 
personality disorders and 10.3% had abnormal traits; 
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they had a mean score of 0.5 on the impairment/ 
distress scale. 


DISCUSSION 


Our results are preliminary and should be inter- 
preted with caution. In the first place, we cannot be 
completely confident of the diagnosis of generalized 
anxiety disorder, since the reliability of this category 
has not been established (2—4). Second, because the 
diagnoses were not made blindly, it is possible that 
interviewer bias affected the observed frequency of 
some disorders (14). Third, because we studied a small 
number of families, we may have failed to detect real 
differences in the frequency of disorders among rela- 
tives. Finally, our probands with generalized anxiety 
disorder were community volunteers, whereas those 
with panic disorder were medical outpatients (23). The 
different methods of selection may have influenced our 
results. 

We confirmed that a substantial proportion of anx- 
ious volunteers from the general population meet 
criteria for generalized anxiety disorder (23). Our 
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probands were selected on the basis of DSM-III crite- 
ria, but they also met the more stringent criteria of 
DSM-III-R. Two features of their illnesses were strik- 
ing, the first being the perceived importance of psycho- 
social stressors. Some probands reported that a single 
stressor was present for years, while others linked a 
succession of stressful circumstances to persisting symp- 
toms. The second feature was the frequency of person- 
ality disturbances. According to a liberal scoring of the 
PDQ, more than two-thirds qualified for axis II diag- 
noses. 

Our results suggest that generalized anxiety disorder 
is separate from panic disorder. The distribution of 
anxiety disorders among the families studied supports 
this conclusion. Among the relatives of probands with 
generalized anxiety disorder, there was a higher fre- 
quency of generalized anxiety than among the relatives 
of the control, panic disorder, and agoraphobic pro- 
bands. Also, the high frequency of panic disorder 
among the relatives of the panic disorder probands and 
the high frequency of agoraphobia among the relatives 
of the agoraphobic probands were not seen in the 
generalized anxiety disorder families. In fact, apart 
from the high frequency of generalized anxiety disor- 
der, the families of the probands with generalized 
anxiety disorder were no different from those of the 
control subjects. These findings support phenomeno- 
logic, family, and treatment studies that point toward 
separate disorders (1-3, 7—16). 

Qur findings also suggest that generalized anxiety 
disorder may be difficult to distinguish from adjust- 
ment disorder with anxious mood. All of the relatives 
with generalized anxiety met the DSM-III criteria for 
generalized anxiety disorder, but only 43% met the 
more stringent criteria of DSM-III-R. The others had 
fewer than six criterion symptoms, an illness of less 
than 6 months’ duration, or both. On the whole, the 
disturbances were relatively mild, brief, and clearly 
related to psychosocial stressors. Disturbances of this 
type appear to belong in an adjustment disorder cate- 
gory (24, 25). 

Thus, the separation between generalized anxiety 
disorder and panic disorder may be valid, but the 
distinction between generalized anxiety and adjust- 
ment disorders may not. In DSM-III this distinction is 
based on the number and duration of symptoms as 
well as the relationship to a psychosocial stressor. This 
relationship is difficult to assess because it involves not 
only the nature and severity of the stressor but also the 
severity and duration of the reaction and premorbid 
vulnerability. Given the number and chronicity of 
symptoms, it would be difficult to say that our pro- 
bands suffered from simple adjustment reactions. Also, 
the stressors associated with the onset of their distur- 
bances occurred many years earlier and did not differ 
from those reported by the probands with panic dis- 
order or agoraphobia. A solution might be to drop the 
adjustment disorder category and, in accord with the 
multiaxial system of DSM-III, record psychosocial 
stressors on a separate axis. 
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When we compared probands with generalized anx- 
iety disorder, panic disorder, and agoraphobia, we 
found differences in clinical features and natural his- 
tory that support the separation of these illnesses. First 
of all, the probands with generalized anxiety disorder 
had experienced fewer autonomic symptoms. This 
finding, along with earlier reports (7—9), suggests that 
persons with generalized anxiety disorder do not share 
the autonomic instability of patients with panic disor- 
der. Also, consistent with previous reports (9, 10), we 
found the probands and relatives with generalized 
anxiety disorder to have had an earlier and more 
gradual onset of illness. Although the gereralized 
anxiety probands differed little from those wich panic 
disorder or agoraphobia in terms of course, more of 
them reported one or more episodes of secondary 
depression, confirming an earlier finding (9). Judging 
from the relatives with generalized anxiety disorder, 
the illness may be even milder than our comparison of 
probands suggests. In fact, patients with this disorder 
in primary care settings appear to have a remitting 
course (26). 

We observed no difference in the frequency of 
affective disorders between the relatives of generalized 
anxiety disorder probands and relatives of control 
subjects. Consequently, we found no evidence for a 
relationship between generalized anxiety and major 
depression despite the finding of secondary depression 
in many of our probands. This finding is consistent 
with earlier family studies (12—14) in which we found 
no increase in the frequency of major depression 
among relatives of probands with panic disorder or 
agoraphobia. On the other hand, Leckman et al. (27! 
found a high rate of both generalized anxiety disorder 
and major depression among the relatives of depressed 
probands who also met criteria for generalized anxiety 
disorder. Reviewing this and other data, Breier et al. 
(3) suggested that a relationship between anxiety and 
depression might exist. We were not able to demon- 
strate such a relationship. 

Our results suggest that a personality predisposition 
to generalized anxiety disorder may exist. Relatives 
with this disorder more frequently met the trait criteria 
for DSM-III personality disorders than did relatives 
with no axis I disorder (35.0% versus 13.7%, respec- 
tively). Also, the fact that a high proportion of pro- 
bands with generalized anxiety disorder met the trait 
criteria for personality disorders points to a link be- 
tween personality disturbance and generalized anxiety. 
However, the frequency of such disturbances appears 
similar to that found in patients with panic disorder. 
Using the PDQ, Reich et al. (28) found 34.2% of 
patients with panic disorder to have personality disor- 
ders, compared to 36.8% of our generalized anxiety 
probands. In both groups dependent personality dis- 
order was the most common disturbance found. 
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Reduced Length and Cost of Hospital Stay for 
Major Depression in Patients Treated With ECT 


John Markowitz, M.D., Richard Brown, M.D., 
John Sweeney, Ph.D., and J. John Mann, M.D. 


To investigate the effect of treatment modality on 
length of hospital stay, the authors retrospectively 
studied 86 admissions of 74 patients with major 
depression. All 19 patients who received ECT 
recovered, in contrast to only 27 (49%) of 55 
patients given tricyclic antidepressants or other 
medication. The 28 patients who had not responded 
to antidepressants recovered after treatment with 
ECT. Treatment modality had a highly significant 
effect on length of hospital stay: patients given ECT 
stayed a mean of 13 fewer days, saving more than 
$6,400 per patient at current rates. These findings of 
significant economic and therapeutic benefits in the 
use of ECT raise issues about treatment selection for 
depressed inpatients. 

(Am J Psychiatry 1987; 144:1025—1029) 





Do- of hospital stay becomes increasingly 
important as economic pressures on medicine 
mount. Although several authors (1—5) have urged 
cost-benefit analyses for psychiatric treatments, few 
studies have examined the cost and relative efficacy of 
treatments. In this retrospective study we assessed the 
effects of ECT and tricyclic antidepressants on out- 
come and length of hospital stay for patients with 
major depression. 

Previous studies (6—8) demonstrated the efficacy of 
ECT for inpatients with major depression, showing it 
to be equal or superior to antidepressant medication. It 
is the treatment of choice for delusional depression: 
recovery rates of 8296—10096 have been reported (8— 
15). It is also the treatment of choice for patients who 
do not respond to antidepressant medication (7), for 
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depressed patients at high risk for suicide (6), and for 
patients with severe endogenous depression (7). Nev- 
ertheless, ECT remains a highly controversial treat- 
ment (7). 

Few studies have considered length of hospital stay 
as a variable in the choice of treatment for affective 
disorder. Several studies have shown that patients 
given ECT had shorter lengths of stay than untreated 
control subjects (6). In 1965 Bratfos and Haug (16) 
found a shorter length of stay for ECT-treated patients 
with bipolar disorder than for those who received 
medication, and Avery and Winokur (17) found simi- 
lar results 12 years later. Babigian and Guttmacher 
(18) found a longer length of stay for ECT-treated than 
for drug-treated patients with affective disorder, al- 
though their state hospital population may have been 
more heterogeneous. Hordern et al. (19) found no 
difference in length of stay between patients given ECT 
and patients who responded to tricyclic antidepres- 
sants but a significantly longer stay for patients who 
did not respond to tricyclic antidepressants. Perry et al. 
(11) found that patients with delusional depression 
had shorter hospital stays and better response with 
ECT than with tricyclic antidepressants and neurolep- 
tics. 

Indiscriminate past use, misinformation, and fear of 
electrical therapy have at times relegated ECT to a 
secondary treatment status and, in some locales (20— 
22), have curtailed its use entirely. ECT is underused 
despite its demonstrated effectiveness in the treatment 
of affective disorder (6, 10). In this era of cost contain- 
ment and limited insurance, demonstration of the 
economic incentives and superior clinical efficacy of 
ECT would assist clinicians and patients in choosing 
between treatment modalities as well as overcoming 
prejudice against ECT. 


METHOD 


We reviewed the charts of all patients admitted to 
the Psychobiological Research Unit of the Payne Whit- 
ney Psychiatric Clinic who met Research Diagnostic 
Criteria (RDC) (23) for major depressive disorder for 
whom data had been collected in connection with 
other studies of affective disorder (13, 24—27) during 
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the periods June 1977 to June 1980 and June 1982 to 
June 1984. Having excluded patients with bipolar and 
schizoaffective disorders, patients with substantial 
medical illness, and those who had received more than 
one trial of antidepressant medication, we identified 74 
patients who had been treated with ECT alone, who 
had been treated with tricyclic antidepressants alone, 
or who had received ECT after not responding to a 
trial of tricyclic antidepressants. We also noted all 
subsequent hospitalizations of these 74 patients at our 
clinic; there were 86 such admissions. 

The data collected included age, sex, type of insur- 
ance, history of depression, number of previous hos- 
pitalizations, history of ECT, family history of depres- 
sion, presence of psychosis, suicide attempts immedi- 
ately before admission, and admission Hamilton Rat- 
ing Scale for Depression scores. For patients who had 
not responded to tricyclic antidepressants, length of 
stay was subdivided into days when tricyclics were 
given and days when ECT was given. We included a 
minimum of 2 days for ECT workup as part of the 
ECT treatment period. So as not to favor ECT, we 
counted the entire stay from the start of the pre-ECT 
workup as ECT days, even when this period included 
the starting of discharge medications or an extended 
wait for placement. We calculated the cost of stay at 
the current rate of $485/day. Additional measures of 
the actual in-hospital cost of stay included number of 
medical consultations, days of maximum observation, 
and incident reports for each patient. These indexes 
provided data on the intensity of staff involvement 
with the patient. Outcome was assessed by clinical 
global improvement (CGI) ratings, relapse rates at 6 
months and 1 year of follow-up after discharge, and 
discharge medications (or maintenance ECT). 

All subjects met RDC for major unipolar depression, 
with or without the endogenous subtype, during their 
index admission. One week after admission, patients 
were rated on the 24-item Hamilton depression scale 
and were included in the study if their score exceeded 
20. ECT was given three times a week and was bilate- 
ral except in one instance. Adequate trials of tricyclic 
antidepressants were defined as at least 3 weeks at 150 
mg of imipramine, amitriptyline, desipramine, or 
doxepin or combined plasma levels of imipramine and 
desipramine (or amitriptyline) greater than 240 ng/ml. 
For nortriptyline, at least 3 weeks of treatment and a 
blood level of 50-150 ng/ml were required. Doses of 
tricyclic antidepressants other than nortriptyline were 
raised to 300 mg/day unless this was precluded by side 
effects. Eighteen patients received desipramine, 17 
received amitriptyline, 15 received imipramine, two 
received doxepin, and one received nortriptyline. Also 
included among patients given tricyclic antidepressants 
were one patient treated with trazodone, 600 mg/day, 
and another who received only haloperidol, 30 mg/ 
day, for psychotic depression. Both of these patients 
were in the group who were given ECT after not 
responding to medication. Some patients treated with 
tricyclic antidepressants also received neuroleptics. 
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TABLE 1. Length of Hospital Stay of Patients With Major Depres- 
sion Given ECT Only, Tricyclic Antidepressants Only, or ECT After 
Not Responding to Tricyclic Antidepressants 





Length of Stay 


(days)* 
Group Mean SD 
Patients given ECT only (N=19)> 41.4° 15.6 
Delusional (N=9) 39.7 14.3 
Nondelusional (N=10) 43.0 17.3 
All patients given tricyclic antidepressants 
(N=55)¢ 54.6 24.8 
Patients given tricyclic antidepressants only 
(N=27) 37.5 11.9 
Delusional (N=2) 46.0 21.2 
Nondelusional (N=25) 36.8 11.3 
Patients given ECT after not responding to 
tricyclic antidepressants (N=28) 71.00 23.0 
While given tricyclic antidepressants 38.9 16.1 
While given ECT 32.1 14.3 
Delusional (N=13) 64.0 24.7 
While given tricyclic antidepressants 32.8 16.5 
While given ECT 31.1 16.1 
Nondelusional (N=15) 774 20.1 
While given tricyclic antidepressants 44.2 14.3 
While given ECT 32.9 13.1 








"Treatment modality had a significant effect on length of stay 
(F=28.5, df=2, 71, p<.00001). 
he mean cost of hospitalization at $485/day in 1986 was $20,079. 
“t=2.7, df=50, p<.01 (patients given ECT only compared with all 
atients given tricyclic antidepressants). 
he mean cost of hospitalization at $485/day in 1986 was $26,481. 
*p«.05, Tukey-B procedure. 


Response to ECT or medication was defined as a 
posttreatment Hamilton score of less than 10. Partial 
response was defined as a reduction in Hamilton score 
by 5096 or to between 10 and 20. Failure to respond to 
treatment was defined as a Hamilton score greater 
than 20 after an adequate trial and the decision that an 
alternative treatment was needed. 


RESULTS 


Nineteen patients received ECT only. All of these 
patients responded with resolution of their depression. 
Fifty-five patients were given tricyclic antidepressants. 
Only 27 (4996) of these patients responded. The 
remaining 28 patients given tricyclic antidepressants 
were then given ECT, to which all 28 responded. 
Treatment modality had a significant effect on length 
of hospital stay (table 1). Post hoc analysis revealed no 
difference in length of stay between patients given ECT 
only and patients given tricyclic antidepressants only 
but a significant difference between these two groups 
and patients given ECT after not responding to medi- 
cation (table 1). We compared the 55 patients given 
tricyclic antidepressants with the 19 given ECT only to 
assess the effect of initial assignment of treatment 
modality. The patients given ECT only had a signifi- 
cantly shorter length of stay than the patients given 
tricyclic antidepressants (table 1). 

The 55 patients given tricyclic antidepressants and 


Am J Psychiatry 144:8, August 1987 


MARKOWITZ, BROWN, SWEENEY, ET AL 


TABLE 2. Characteristics at Admission of Patients Given ECT Only, Tricyclic Antidepressants Only, or ECT After Not Responding to Tricyclic 


Antidepressants 


History of 


; History Previous Hamilton 
Age TN. e Depression of Hospital- Suicide Depression 
(years) M F Personal Family | ECT? izations Attempts Score 
Group Mean SD N & N % N % N % N % Mean SD N % Mean SD 
Patients given ECT only 
(N=19) 64. 13.8 7 37 12 63 15 79 18 95 15 79 1S 12 3 16 323 91 
Patients given tricyclic 
antidepressants only 
(N=27) 567 130 6 22 21 78 16 59 20 74 8 30 10 13 4 15 303 69 
Patients given ECT after not 
responding to tricyclic 
antidepressants (N=28) 622 142 9 32 19 68 22 79 22 79 16 57 14 #15 3 11 36.2 9.4 





poignificantly more patients in the two groups who were given ECT had a history of ECT (y?=9.2, df=2, p<.02). 
Significant differences between groups (F=3.1, df=2, 55, p<.05); patients given tricyclic antidepressants only were significantly less 
depressed than those given ECT after not responding to tricyclic antidepressants (p<.05, Tukey-B procedure). 


TABLE 3. Characteristics of Hospitalization of Patients Given ECT Only, Tricyclic Antidepressants Only, or ECT After Not Responding to 


Tricyclic Antidepressants 


Medical Maximum Observation 
Consultations* (days) Incident Reports? 
Group Mean SD Mean SD Mean SD 
Patients given ECT only (N=19) 2.2 1.1 5.7 9.6 .00 .00 
Patients given tricyclic antidepressants only (N=27) 1.3 1.4 5.8 26.3 .00 .00 
Patients given ECT after not responding to tricyclic 
antidepressants (N=28) 2.3 1.7 29.1 67.3 .39 1.2 





Significant difference between groups (F=4.1, df=2, 73, p<.02). 


Significant differences between groups (F=3.1, df=2, 73, p<.005); patients given ECT only and patients given tricyclic antidepressants only 
had significantly fewer incident reports than patients given ECT after not responding to tricyclic antidepressants (p<.05, Tukey-B procedure). 


the 19 given ECT only did not differ significantly in 
age, sex, personal or family history of depression, type 
of insurance, suicide attempts before admission, num- 
ber of previous hospitalizations, number of medical 
consultations during hospitalization, or number of 
days of maximum observation (tables 2 and 3). The 
groups differed in severity of illness as measured by 
admission Hamilton scores (table 2). They also dif- 
fered in number of incident reports (table 3). They did 
not differ in frequencies of known relapses at 6 and 12 
months. Patients who received tricyclic antidepressants 
only and patients given ECT after not responding to 
tricyclic antidepressants did not differ in medication 
dose. The former group received 229 mg/day (range= 
75—300 mg/day), and the latter received 228 mg/day 
(range=100-300 mg/day). Each group of patients 
given ECT received a mean of eight treatments. 
More patients given only ECT had a history of 
previous ECT (table 2). Fewer of the patients given 
only tricyclic antidepressants were delusional than 
patients given ECT only or ECT after not responding 
to tricyclic antidepressants (y7=10.0, df=2, p=.04). 
More patients given only ECT were discharged with- 
out medication than were all patients given tricyclic 
antidepressants (y7=5.2, df=1, p<.05). Calculating 
hospital costs at the 1986 rate of $485/day, we found 
that the cost of stay averaged $20,079 for the patients 
given ECT only and $26,481 for all patients given 


Am J Psychiatry 144:8, August 1987 


tricyclic antidepressants, yielding an average net saving 
of $6,402 for ECT. 

There were significantly more psychotic patients in 
the groups given ECT only or ECT after not respond- 
ing to tricyclic antidepressants than in the group given 
tricyclic antidepressants only (x*=10.0, df=2, p= 
.04). Psychotic depression responds preferentially to 
ECT rather than to tricyclic antidepressants (17), so 
patients with psychotic depression in the groups of 
patients given tricyclic antidepressants might have 
biased our length of stay findings in favor of ECT. 
When only the 24 nondelusional patients were consid- 
ered, the length of stay for the 10 patients treated only 
with ECT remained shorter but the difference did not 
reach significance (table 1). The 15 nondelusional 
patients given ECT after not responding to tricyclic 
antidepressants were significantly older than the 25 
nondelusional patients who received tricyclic antide- 
pressants only (64.9413.2 versus 55.4412.5 years; 
F=3.7, df=2, 47, p=.03). However, 15 nondelusional 
patients required ECT after not responding to tricyclic 
antidepressants and therefore incurred greater length 
of stay (table 1). They also required more medical 
consultations and incident reports but were no more ill 
as measured by admission Hamilton score (t=0.3, 
df=38, p<.8). Calculated at the 1986 rate of $485/day 
for hospitalization, the saving of 9 days for a nonde- 
lusional patient treated with ECT was worth $4,365. 
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LENGTH AND COST OF HOSPITAL STAY 


A subgroup of seven patients had at least one 
admission for ECT alone and one admission for tricy- 
clic antidepressant treatment. In every case, the ECT- 
only admission was shorter. A paired t test showed 
that length of stay was shorter for admissions where 
the only treatment was ECT (t=3.1, df=6, p«.05). 


DISCUSSION 


To our knowledge, this is the first study of length of 
inpatient stay and treatment modality in major depres- 
sion. Patients treated initially with ECT had a shorter 
length of stay than the patients given tricyclic antide- 
pressants despite comparable severity of illness. The 
average saving of 13 hospital days—$6,405—with 
ECT has substantial economic import. In addition to 
costing less in terms of hospital and medical costs and 
patients’ loss of income while hospitalized, ECT pro- 
vided relief from the suffering and morbidity associ- 
ated with 13 days of illness and hospitalization per 
patient. The cost differential would have been further 
compounded by patients who failed multiple drug 
trials before receiving ECT treatment; we excluded 
such patients from this study. 

Like the report of Hordern et al. (19), our study 
found no significant difference between patients who 
responded to either ECT or tricyclic antidepressants 
but a significant difference between these two groups 
and patients who did not respond to tricyclic antide- 
pressants. In terms of demands on staff time, the 
treatment groups did not differ in medical consulta- 
tions or in days of maximum observation. Incident 
reports were more frequent for patients who did not 
respond to medication than for ECT-only patients, 
suggesting that the more prompt recovery of ECT 
patients limited the opportunity for accidents and 
avoided medication-induced orthostatic hypotension. 
Maximum observation and incident reports were most 
frequent in the group of medication nonresponders but 
least common in the ECT-only group, particularly 
after the first week of treatment. 

Our data are consistent with results of previous 
studies that have shown ECT to be superior to tricyclic 
antidepressants in treating delusional depression (6, 8— 
17, 28). Our findings also indicate that ECT is no less 
effective than tricyclic antidepressants and possibly 
more so in the treatment of nondelusional depression. 
The response rate of our patients to medication is 
comparable to that found in other inpatient studies (9, 
22, 24, 26, 28). ECT response rates of 10096 have 
been reported (14, 15), but ECT treatment failures 
could be expected in a larger series of patients. ECT 
was equally effective as an initial treatment and for 
patients who had not responded to medication. 

Limitations of this study are its retrospective design 
and focus on short-term outcome. Although retrospec- 
tive design opens this study to the criticism of selection 
bias and limits its generalizability, we found little 
evidence for systematic bias beyond an association of 
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good previous response to ECT with the selection of 
further ECT. Patients who did not respond to tricyclic 
antidepressants received adequate trials of medication. 
Length of stay data may indeed have been weighted 
against ECT in this study. Patients given ECT only and 
those who received ECT after not responding to tricy- 
clic antidepressants were given a mean of eight ECTs, 
but length of stay for ECT was considerably longer for 
the former group (41.4 days versus 32.1 days). Perhaps 
ECT-only patients had extended hospital stays to 
allow for resolution of organicity, whereas insurance 
constraints hastened discharge of the latter group. This 
bias against the ECT-only group makes the findings for 
ECT more impressive. 

ECT should be considered more frequently as the 
treatment of choice in depression for delusional pa- 
tients, patients at high risk for suicide, older patients 
who do not tolerate the side effects of tricyclic antide- 
pressants or are poorly responsive by history, more 
severely depressed patients without delusions, and 
those with limited insurance coverage. The efficacy of 
ECT should be considered when discussing treatment 
alternatives and financial considerations with patients 
and their families. Economics is, however, only one of 
many factors influencing the clinical choice of treat- 
ment (1, 3, 4). Further prospective studies are urgently 
required to clarify the factors predicting nonresponse 
to tricyclic antidepressants and response to ECT so 
that clinicians may assign patients initially to the most 
effective treatment. 
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Neurobiological Mechanisms of Panic Anxiety: 
Biochemical and Behavioral Correlates of 
Yohimbine-Induced Panic Attacks 


Dennis S. Charney, M.D., Scott W. Woods, M.D., 
Wayne K. Goodman, M.D., and George R. Heninger, M.D. 


The effects of yohimbine, an a-adrenergic 
receptor antagonist, on anxiety, blood pressure, 
heart rate, and plasma levels of the norepinephrine 
metabolite 3-methoxy-4-hydroxyphenylglycol 
(MHPG) and cortisol were determined in 20 healthy 
subjects and 68 patients who had agoraphobia with 
panic attacks or panic disorder. Yohimbine produced 
panic attacks meeting DSM-III criteria in 37 patients 
and one healthy subject. The patients reporting 
yohimbine-induced panic attacks had significantly 
larger increases in plasma MHPG, cortisol, systolic 
blood pressure, and heart rate than the healthy 
subjects. These findings support the hypothesis 
relating high noradrenergic neuronal activity to the 
pathophysiology of panic attacks in a subgroup of 
panic disorder patients. 

(Am J Psychiatry 1987; 144:1030—1036) 





JA conde body of preclinical data indicates 
that increased activity of brain noradrenergic 
neurons is involved in the development of anxiety or 
fear (1, 2). Neuroanatomical and neurophysiological 
studies of the noradrenergic system provide a basis for 
relating increased activity of this system to the behav- 
ioral expression of anxiety and fear and the somatic 
symptoms and cardiovascular changes that accompany 
severe anxiety states (1—7). 

Recent clinical investigations suggest that a sub- 
group of patients with panic disorder may exhibit 
abnormalities in the regulation of noradrenergic func- 
tion. Yohimbine, which activates noradrenergic neu- 
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rons by blocking the a-adrenergic autoreceptor, has 
been shown to produce greater increases in anxiety, 
somatic symptoms, blood pressure, and plasma levels 
of the norepinephrine metabolite 3-methoxy-4-hy- 
droxyphenylglycol (MHPG) in panic disorder patients 
than in healthy subjects (2). The abnormal responses to 
yohimbine in patients with panic disorder are consistent 
with findings of an abnormally low number of platelet 
a -adrenergic receptor binding sites in patients with 
panic disorder (8, 9). These observations suggest that 
episodic increases in noradrenergic neuronal function 
may be related to the cause of spontaneous and phobic- 
stimulus-induced panic attacks, 

The purpose of the present investigation was to 
further evaluate the relationship between the regula- 
tion of noradrenergic function and the development of 
panic anxiety states. To extend a previous study (2), 
the effects of yohimbine on plasma MHPG level, 
cortisol level, blood pressure, heart rate, and anxiety 
were determined in an additional 29 patients, resulting 
in a total of 68 panic disorder patients and 20 healthy 
subjects available for study. In particular, the relation- 
ship between yohimbine’s ability to produce panic 
attacks meeting the DSM-III criteria and its biochem- 
ical and cardiovascular actions was investigated. 


METHOD 


Sixty-eight patients gave voluntary written informed 
consent for their participation in the study. Fifty-eight 
met the DSM-III criteria for agoraphobia with panic 
attacks, and 10 met the criteria for panic disorder. The 
mean SD age of the 49 women was 40-1 years, and 
for the 19 men it was 389 years. All patients were 
outpatients and had been drug free a minimum of 3 
weeks before the first yohimbine test session. 

Twenty healthy subjects were determined to be free 
of mental disorder and to have no first-degree relatives 
with histories of mental illness. None of the healthy 
subjects reported taking any psychoactive medication 
for the 4 weeks before the first yohimbine test session. 
The mean age of the 11 women was 43-7 years, and 
for the nine men it was 34-8 years. 

Each patient and healthy subject participated in two 
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test sessions. During the first test session 57 patients 
and 17 healthy subjects received four placebo yohim- 
bine capsules, and during the second test session they 
received four capsules containing 5 mg of yohimbine 
each. The rest of the patients and healthy subjects 
received the opposite sequence. Responses to yohim- 
bine were not related to the order in which it was given. 
The interval between sessions was usually 7 days. 

Blood samples for determination of plasma free 
MHPG and cortisol levels were obtained 15 and 0.5 
minutes before the yohimbine or placebo dose; 30, 60, 
and 90 minutes after the dose for cortisol measure- 
ment; and at 120, 180, and 240 minutes for both 
cortisol and MHPG measurement. Sitting and standing 
blood pressure and pulse rates were measured 15 
minutes before and 60, 90, 120, 180, and 240 minutes 
after the dose. 

Behavioral ratings were administered 15 minutes 
before and 60, 90, 120, 180, and 240 minutes after the 
yohimbine or placebo dose. A visual analogue scale 
was used to evaluate the change in anxious feelings. 
The scale was scored by measuring the distance in 
millimeters from the left-hand side of a 100-millimeter 
line to a perpendicular mark made by the subject at the 
point corresponding to his or her anxiety state at the 
time. Therefore, the score could range from 0 (not at 
all) to 100 (most ever). 

Each patient was assessed by a research psychiatrist 
blind to medication state to determine whether he or 
she had had a panic attack during each test session. 
This determination was based on direct clinical obser- 
vation and the patient’s self-report. Two criteria had to 
be satisfied: 1) after drug administration there had to 
be a crescendo increase in severe subjective anxiety, 
reflected by a rise of at least 25 mm on the anxiety 
rating scale and an increase in the severity of four or 
more DSM-III panic attack symptoms, and 2) the 
patient must have reported that the anxiety state 
experienced was similar to a naturally occurring panic 
attack. A healthy subject was considered to have had a 
panic attack if the first criterion was satisfied. 

Assay preparation and quantification of the samples 
for MHPG analysis was carried out as previously 
described (10, 11) (intra- and interassay coefficients of 
variation were 6% and 11%, respectively). Plasma 
cortisol concentrations were measured with a radio- 
immunoassay kit supplied by Clinical Assays (intra- 
and interassay coefficients of variation were 3% and 
5%, respectively). 

Analysis of variance (ANOVA) with repeated mea- 
sures including baseline data allowed assessment of the 
statistical significance of the main effects of group 
(patients experiencing panic versus patients not expe- 
rlencing panic versus healthy subjects), drug (placebo 
versus yohimbine), and time of measurement (the time 
points sampled). The significant interactions with 
group were further evaluated with paired and non- 
paired t tests to assess how and when the different 
groups differed in their responses to yohimbine. 

Pearson correlations were calculated to assess the 
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relationship among behavioral, biochemical, and cardio- 
vascular responses to yohimbine, reflected in net peak 
values (peak change after yohimbine minus peak change 
after placebo). Results were considered significant when 
they met the criterion of p<.05 with a two-tailed test. 
Comparisons were made with mean values, and standard 
deviations were used to indicate variance. 


RESULTS 
Behavioral Effects of Yobimbine 


Yohimbine produced panic attacks in 37 (5496) of 
the 68 panic disorder patients and only one (596) of 
the 20 healthy subjects (p<.001, Fisher exact test). No 
panic attacks occurred after placebo administration in 
the healthy subjects or the patients reporting panic 
attacks after taking yohimbine. Age and sex did not 
differ between the patients who had panic attacks and 
those who did not. 

In the healthy subjects, a significant Drug by Time 
interaction on the ANOVA for the visual analogue 
rating of anxiety was not identified, and there was no 
significant difference between the yohimbine- and pla- 
cebo-induced changes from baseline at any time point. 
In the total group of panic disorder patients, a signif- 
icant Drug by Time interaction was found for the 
anxiety ratings (F=28.7, df=5, 330, p<.001). At each 
time point after placebo administration the mean 
anxiety rating was significantly lower than at baseline, 
and 60 minutes after yohimbine administration it was 
significantly higher than baseline (change=18+4 mm; 
t=7.4, df=67.0, p<.001). The difference between 
yohimbine and placebo in the increase in anxiety 
rating from baseline was significant for each of the first 
four time points after yohimbine administration. 

The greater effect of yohimbine on the ratings of 
anxiety was almost totally accounted for by the pa- 
tients who reported yohimbine-induced panic attacks. 
The ANOVA comparing the patients who did not 
experience panic attacks to the healthy subjects re- 
vealed a nonsignificant Group by Drug by Time inter- 
action, and at no time point was there a significant 
difference between groups in the difference between 
the yohimbine- and placebo-induced changes in anxi- 
ety ratings. In contrast, a significant Group by Drug by 
Time interaction was seen in the comparison of the 
patients reporting panic attacks and the healthy sub- 
jects (F=18.0, df=5, 275, p<.001), and at 60, 90, and 
120 minutes the yohimbine-placebo difference was 
significantly greater in these patients (figure 1). 

The total group of patients had a significantly higher 
baseline rating of anxiety than the healthy subjects. 
However, there was no baseline difference in anxiety 
ratings between the patients who reported yohimbine- 
induced panic attacks and those who did not. In 
addition, there was no correlation between baseline 
anxiety and the anxiogenic effects of yohimbine in 
either of the patient groups or the healthy subjects. 
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NEUROBIOLOGICAL MECHANISMS OF PANIC ANXIETY 


FIGURE 1. Effects of Yohimbine and Placebo on Anxiety Self- 
Ratings of Healthy Subjects (N=20) and Patients With Panic 
Attacks Who Did (N=37) or Did Not (N=31) Report Panic Attacks 
After Receiving Yohimbine 
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*Mean change from baseline after yohimbine administration signif- 
icantly greater in patients reporting panic attacks than in patients 
not reporting attacks (t=5.8, df=65, p<.001) or in healthy subjects 
(t=7.1, df=46.1, p«.001). Mean difference between yohimbine- 
and placebo-induced changes from baseline significantly greater for 
patients reporting panic attacks than for patients not reporting 
attacks (t=6.0, df=65, p<.001) or for healthy subjects (t=8.6, 
df=51.8, p.001). 

>Mean change from baseline after yohimbine administration signif- 
icantly greater in patients reporting panic attacks than in patients 
not reporting attacks (t—2.3, df=66, p<.05) or in healthy subjects 
(t=2.2, df=47.9, p<.05). Mean difference berween yohimbine- and 
placebo-induced changes from baseline significantly greater for 
patients reporting panic attacks than for patients not reporting 
attacks (t=4.5, df=66, p<.001) or for healthy subjects (t=5.9, 
df=54.8, p<.001). 

*Mean difference between yohimbine- and placebo-induced changes 
from baseline significantly greater for patients reporting panic 
attacks than for patients not reporting attacks (t—3.6, df=66, 
p<.001) or for healthy subjects (123.8, df=54.4, p<.001). 


Yohimbine-Induced Biochemical Changes 


Plasma MHPG. The ANOVA examining the effects 
of yohimbine on plasma MHPG levels in the healthy 
subjects revealed a significant Drug by Time interac- 
tion (F=15.1, df=3, 57, p<.001). This was reflected in 
significant differences between the yohimbine- and 
placebo-induced increases in MHPG at 120, 180, and 
240 minutes. In the patients there was also a significant 
Drug by Time interaction for plasma MHPG (F=56.5, 
df=3, 183, p<.001) and significant yohimbine-pla- 
cebo differences at 120, 180, and 240 minutes. The 
ANOVA comparing the effects of yohimbine on 
plasma MHPG levels in the total group of patients and 
the healthy subjects revealed a nonsignificant Group 
by Drug by Time interaction, and at no time point was 
there a significant difference between the two groups in 
the difference between yohimbine and placebo effects. 

The patients who reported yohimbine-induced panic 
attacks had greater increases in plasma MHPG levels 
after taking yohimbine than the healthy subjects or the 
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patients who did not experience panic attacks. Signif- 
icant Group by Drug by Time interactions were ob- 
served in the comparison of the patients who experi- 
enced panic attacks to the patients who did not 
(F=7.2, df=3, 180, p<.001) or to the healthy subjects 
(F=3.3, df=3, 155, p<.05). There were no significant 
differences in the changes in plasma free MHPG levels 
from baseline after placebo administration between 
the patients who experienced panic attacks and the 
patients who did not or the healthy subjects. In con- 
trast, significant differences in the yohimbine-placebo 
differences were identified between the patients who 
experienced panic attacks and the patients who did not 
and the healthy subjects at 120, 180, and 240 minutes 
(table 1). The distribution of the net peak changes in 
MHPG levels is illustrated in figure 2. 

There were no significant differences in baseline 
levels of plasma MHPG between the total patient 
group and the healthy subjects or between the patients 
who did and did not experience yohimbine-induced 
panic attacks. There was a significantly higher baseline 
MHPG level in the patients who experienced panic 
attacks than in the healthy subjects (3.80.8 versus 
3.3+0.8 ng/ml; t=2.3, df=52, p<.05). In addition, 
there was a significant positive correlation between 
baseline plasma MHPG level and the net peak yohim- 
bine-induced change in MHPG level in the total group 
of patients (r=.57, df=66, p<.001) and a trend 
toward significance in the healthy subjects (r=.40, 
df=18, p=.08). Baseline MHPG levels did not signif- 
icantly correlate to baseline ratings of anxiety or 
yohimbine-induced changes in MHPG levels. There 
was a significant positive correlation between the net 
peak changes in the anxiety rating and the plasma free 
MHPG level (r=.37, df=66, p<.003) in the patients 
but not in the healthy subjects (r=.03, df=18, p=.92). 

Cortisol. In the healthy subjects yohimbine did not 
significantly increase plasma cortisol levels, as reflected 
in a nonsignificant Drug by Time interaction (F=1.7, 
df=5, 135, p=.16), and at no time point was the 
yohimbine-placebo difference significantly greater than 
at baseline. In contrast, in the 52 patients for whom 
cortisol was measured there was a significant Drug by 
Time interaction (F=14,2, df=5, 225, p<.001), and 
there were significant differences between the yohim- 
bine- and placebo-induced increases from baseline 60, 
90, and 120 minutes after the dose. 

The yohimbine-induced changes in cortisol level 
were somewhat greater in the patients who experi- 
enced yohimbine-induced panic attacks than in those 
who did not. The ANOVA comparing the two patient 
groups revealed a nonsignificant Group by Drug by 
Time interaction. However, only the patients who 
experienced panic attacks had significant increases in 
cortisol level from baseline after yohimbine adminis- 
tration. These increases occurred at 60 and 90 minutes 
and were significantly greater than the changes in 
cortisol level at 60 and 90 minutes in the patients who 
did not report panic attacks (figure 3). 

There was a significantly higher baseline cortisol 
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TABLE 1. Effects of Yohimbine and Placebo on Plasma Free MHPG Levels of Healthy Subjects and Panic Disorder Patients Who Did or Did 
Not Report Panic Attacks After Receiving Yohimbine 
MHPG Level (ng/ml) 


Change From Baseline 


Baseline 120 minutes 180 minutes 240 minutes 

Group and Drug Mean SD Mean SD Mean SD Mean SD 
Healthy subjects (N=20) 

Placebo 3.5 0.9 0.2 0.4 0.1 0.3 0.2 0.6 

Yohimbine 3.2 0.7 1.0 0.6 1.0 0.7 0.8 0.6 

Yohimbine-placebo difference* — — 0.9 0.7 0.9 0.7 0.7 1.0 
Patients not reporting panic attacks after yohimbine (N=31) 

Placebo 3.5 0.9 0.3 0.3 0.2 0.4 0.1 0.4 

Yohimbine 3.6 1.1 0.9 0.7 1.0 0.8 0.7 0.8 

Yohimbine-placebo difference* — — 0.6 0.7 0.8 0.8 0.5 0.8 
Patients reporting panic attacks after yohimbine (N=37) 

Placebo 3.8 0.8 0.3 0.4 0.1 0.6 0.3 0.5 

Yohimbine 38 0.8 175 0.8 1.66 0.8 14^ 0.9 

Yohimbine-placebo difference? — — 1.5° 0.7 1.5f 0.9 1.2 0.8 


*Yohimbine-placebo difference=(level after yohimbine minus baseline level) minus (level after placebo minus baseline level). 
Significantly greater than change in patients not reporting panic attacks (t=4.3, df=60, p<.001) or in healthy subjects (t=3.7, df=52, 
p<.001). 
‘Significantly greater than change in patients not reporting panic attacks (t=2.8, df=60, p<.01) or in healthy subjects (t=2.6, df=52, p<.01). 
Significantly greater than change in patients not reporting panic attacks (t=3.4, df=60, p<.01) or in healthy subjects (t=2.7, df=52, p<.01). 
Significantly greater than difference for patients not reporting panic attacks (t=4.8, df=60, p<.001) or for healthy subjects (t=3.3, df=52, 
p<.001). 
‘Significantly greater than difference for patients not reporting panic attacks (t=3.0, df=60, p<.01) or for healthy subjects (t=2.4, df=52, 
p«.05). 
8Significantly greater than difference for patients not reporting panic attacks (t=3.0, df=60, p<.01) or for healthy subjects (t=2.1, df=52, 


p<.05). 


FIGURE 2. Difference Between Yohimbine- and Placebo-Induced 
Changes in Plasma MHPG Levels of Healthy Subjects (N=20) and 
Patients With Panic Attacks Who Did (N=37) and Did Not (N=31) 
Report Panic Attacks After Receiving Yohimbine 
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?Yohimbine-placebo difference=(peak level after yohimbine minus 

baseline level) minus (peak level after placebo minus baseline level. 
bMean difference significantly greater than that for patients not 
reporting panic attacks (t=4.6, df=60, p<.001) or for healthy 
subjects (t=3.9, df=52, p<.001). 


level in the total patient group than in the healthy 
subjects (11.6+4.6 versus 9.242.9; t=2.0, df=66, 
p<.05) but no difference between the patients report- 
ing panic attacks and the healthy subjects or the 
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patients who did not report panic attacks. There was 
no correlation between baseline cortisol level and 
yohimbine-induced changes in cortisol level. A signif- 
icant positive correlation was seen between the peak 
changes in anxiety and cortisol level in the patients 
(r=.32, df=50, p<.05) but not in the healthy subjects 
(r=.26, df=18, p=.35). There was no correlation 
between peak change in plasma MHPG level and 
baseline or peak change in cortisol level in either the 
healthy subjects or patients. 


Cardiovascular Effects of Yohimbine 


Significant Drug by Time interactions for sitting 
systolic (F=2.4, df=5, 185, p<.05), standing systolic 
(F=2.8, df=5, 190, p<.05), and standing diastolic 
(F=3.8, df=5, 185, p<.01) blood pressure were ob- 
served in the healthy subjects. There were significant 
yohimbine-placebo differences (5—7 mm Hg) in the 
increases from baseline in sitting systolic blood pres- 
sure 60, 120, and 180 minutes after the dose; in 
standing systolic blood pressure 60, 90, and 180 
minutes after the dose; and in standing diastolic blood 
pressure 90, 120, 180, and 240 minutes after the dose. 

Yohimbine had greater effects on blood pressure in 
the patients than in the healthy subjects. Significant 
Drug by Time interactions were found in the patients 
for sitting systolic blood pressure (F=19.1, df=5, 335, 
p<.001), standing systolic blood pressure (F=16.0, 
df=5, 330, p<.001), sitting diastolic blood pressure 
(F=4.9, df=5, 335, p<.001), standing diastolic blood 
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FIGURE 3. Effects of Yohimbine and Placebo on Plasma Cortisol 
Levels of Healthy Subjects (N=20) and Patients With Panic Attacks 
Who Did (N=29) or Did Not (N=23) Report Panic Attacks After 
Receiving Yohimbine 
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^Mean change from baseline after yohimbine administration signif- 
icantly greater in patients reporting panic attacks than in patients 
not reporting attacks (t=2.7, df=46, p<.01) and healthy subjects 
(t=4.8, df=38.2, p<.001). Mean difference between yohimbine- 
and placebo-induced changes from baseline significantly different 
between patients reporting panic attacks and healthy subjects 
(t=5.1, df=41.8, p«.001) and between patients not reporting 
panic attacks and healthy subjects (73.1, df=33, p<.01). 

Mean change from baseline after yohimbine administration signif- 
icantly greater in patients reporting panic attacks than in patients 
not reporting attacks (t=2.5, df=46, p<.05) and healthy subjects 
(t=4.8, df=40.4, p<.001). Mean difference between yohimbine- 
and placebo-induced changes from baseline significantly different 
between patients reporting panic attacks and healthy subjects 
(t=5.5, df=41.7, p«.001) and between patients not reporting 
panic attacks and healthy subjects (t=3.4, df=27.1, p<.01). 
“Mean change from baseline after yohimbine administration signif- 
icantly greater in patients reporting panic attacks than in healthy 
subjects (t=2.6, df=45, p<.01). Mean difference between yohim- 
bine- and placebo-induced changes from baseline significantly 
different between patients reporting panic attacks and healthy 
subjects (t=3.2, df=45, p<.01) and between patients not reporting 
panic attacks and healthy subjects (t=2.4, df=28.8, p<.05). 


pressure (F—4.0, df=5, 330, p<.01), sitting heart rate 
(F=2.6, df=5, 335, p<.05), and standing heart rate 
(F=2.3, df=5, 330, p<.05). There were significant 
yohimbine-placebo differences (6-14 mm Hg) in the 
increases from baseline in sitting and standing systolic 
blood pressure at all five time points after the dose. 
There were also significant yohimbine-placebo differ- 
ences in the increases from baseline in sitting and 
standing diastolic blood pressure at 60 minutes (4 mm 
Hg) and in sitting and standing heart rate at 60, 180, 
and 240 minutes (3—5 beats/minute). 

Patients who reported yohimbine-induced panic at- 
tacks had slightly greater changes in blood pressure 
than patients who did not. Although there was not a 
significant Group by Drug by Time interaction and at 
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no time point were the yohimbine-placebo differences’ 
significantly different between the two patient groups, 
the net peak changes after yohimbine administration in 
sitting and standing systolic blood pressure were sig- 
nificantly greater than those of healthy subjects only in 
patients who reported panic attacks (figure 4). 

The patients who experienced yohimbine-induced 
panic attacks appeared to have a greater increase in 
heart rate than the patients who did not. Only the 
patients experiencing panic attacks had significant 
yohimbine-placebo differences in the peak increases in 
heart rate: sitting heart rate at 180 minutes (7+3 
beats/minute; t=2.8, df=36, p<.01) and standing 
heart rate at 60 minutes (6+2 beats/minute; t=2.5, 
df=35, p<.05) and 180 minutes (6+2 beats/minute; 
t=2.4, df=36, p<.05). The peak changes in sitting and 
standing heart rate in the healthy subjects and patients 
are illustrated in figure 5. 

The patients reporting yohimbine-induced panic at- 
tacks had a significantly higher baseline heart rate than 
the healthy subjects, both for sitting (80+1 versus 
74+2 beats/minute; t=2.4, df=55, p<.05) and stand- 
ing (852 versus 782 beats/minute; t=2.5, df=55, 
p<.05). There was no correlation between baseline 
blood pressure or heart rate and the yohimbine-in- 
duced changes in these variables. There was also no 
correlation between the yohimbine-induced changes in 
anxiety, MHPG level, or cortisol level and changes in 
blood pressure or heart rate. 


DISCUSSION 


The findings of the present investigation using yo- 
himbine as an anxiogenic probe support the hypothesis 
that abnormally high noradrenergic activity may be 
critically involved in the neurobiological mechanism 
that produces panic attacks in at least some panic 
disorder patients. In this study oral yohimbine pro- 
duced panic attacks in approximately 54% of the 
patients, and the symptoms reported were similar to 
those of their naturally occurring panic attacks. In 
addition, the patients who experienced yohimbine- 
induced panic attacks had greater increases in plasma 
MHPG, cortisol, systolic blood pressure, and heart 
rate than healthy subjects. The specificity of these 
findings is supported by the findings in recent studies 
that yohimbine does not produce similar effects in 
patients with schizophrenia, major depression, gener- 
alized anxiety disorder, or obsessive-compulsive disor- 
der (12-14). 

There is considerable preclinical evidence (2, 15, 16) 
that the anxiogenic properties of yohimbine are medi- 
ated through its ability to increase presynaptic norad- 
renergic activity by antagonizing the a-adrenergic 
autoreceptor. The abnormally high presynaptic neuro- 
nal activity in our patients who experienced yohim- 
bine-induced panic attacks, as reflected by yohimbine’s 
ability to produce anxiety and raise plasma MHPG 
levels, may be due to dysfunction at a number of 
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FIGURE 4. Effects of Yohimbine and Placebo on Sitting and 
Standing Systolic Blood Pressure of Healthy Subjects (N=20) and 
Patients With Panic Attacks Who Did (N=37) or Did Not (N=31) 
Report Panic Attacks After Receiving Yohimbine 
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MEAN+SD PEAK CHANGE FROM BASELINE IN SYSTOLIC BLOOD PRESSURE (mm Hg) 


HEALTHY SUBJECTS@ Yohimbine-Induced No Yohimbine- 
Panic Attacke Induced Panic 
Attacke 


PATIENTS WITH PANIC ATTACKS 


*Mean peak change from baseline significantly greater after yohim- 

bine than after placebo for sitting (t=2.9, df=19, p«.01) and 
standing (t=2.2, df=18, p<.05). 
Mean peak change from baseline significantly greater after yohim- 
bine than after placebo for sitting (t=6.0, df=36, p<.001) and 
standing (t=5.8, df=36, p«.001). Mean difference between peak 
yohimbine- and placebo-induced changes from baseline signifi- 
cantly greater than difference in healthy subjects for sitting (t=2.0, 
df=55, p<.05) and standing (t=2.3, df=54, p«.05). 

“Mean peak change from baseline significantly greater after yohim- 
bine than after placebo for sitting (t=4.8, df=30, p<.001) and 
standing (t=6.0, df=30, p<.001). 


different sites. For example, as reviewed elsewhere (3), 
noradrenergic neurons, such as those of the locus 
coeruleus, are regulated not only by the a2-adrenergic 
autoreceptor but also by other neuronal systems, in- 
cluding benzodiazepine receptors, endogenous opiates, 
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FIGURE 5. Effects of Yohimbine and Placebo on Sitting and 
Standing Heart Rates of Healthy Subjects (N=20) and Patients With 
Panic Attacks Who Did (N=37) or Did Not (N=31) Report Panic 
Attacks After Receiving Yohimbine 
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*Mean peak change from baseline significantly greater after yohim- 
bine than after placebo for sitting (t=3.2, df=36, p<.01) and 
standing (t=2.8, df=36, p<.05). Mean difference between peak 
yohimbine- and placebo-induced changes from baseline signifi- 
cantly greater than difference in healthy subjects for sitting (t=2.9, 
df=54.2, p«.01) and standing (t=2.4, df=52.4, p<.05) and in 
patients not reporting attacks for sitting (t=2.4, df=63.6, p<.05). 


serotonin, acetylcholine, y-aminobutyric acid, epineph- 
rine, corticotropin-releasing hormone, and substance P 
(3). The mechanism responsible for the excessive anx- 
iety produced by yohimbine in the patients may also 
depend on the increased stimulation of a,- and B- 
adrenergic postsynaptic receptors by norepinephrine in 
a variety of brain regions and the peripheral nervous 
system. It is possible that the direct blockade of the 
postsynaptic a2 receptor by yohimbine also relates to 
yohimbine’s anxiogenic properties (2-4). 

The effects of yohimbine on plasma cortisol level, 
blood pressure, and heart rate do not provide a specific 
index of noradrenergic function. The ability of yohim- 
bine to increase cortisol level and blood pressure may 
be due to either pre- or postsynaptic effects or the 
balance between the two. There is a considerable body 
of preclinical data indicating that norepinephrine has 
stimulatory effects on blood pressure and cortisol 
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secretion. On the other hand, there is also evidence 
that postsynaptic a2 receptors have inhibitory actions 
on blood pressure regulation and cortisol secretion 
(17-22). The ability of yohimbine to produce greater 
increases in blood pressure and cortisol in the panic 
disorder patients may be due to a yohimbine-induced 
increase in norepinephrine release, a subsensitivity of 
postsynaptic oi receptors, or the abnormal regulation 
of these receptors by other neuronal systems. The 
greater heart rate elevations produced by yohimbine in 
the patients who expetienced yohimbine-induced 
panic attacks may also relate to dysfunction of either 
pre- or postsynaptic a2-adrenergic receptors. 

The greater increases in blood pressure and heart 
rate after yohimbine administration in the patients 
reporting yohimbine-induced panic attacks are consist- 
ent with the neuroanatomical and neurophysiological 
evidence indicating a functional interaction between 
the activity of noradrenergic neurons in the spinal cord 
and medulla involved in cardiovascular regulation and 
forebrain neurons involved in both cardiovascular 
function and the behavioral expression of anxiety and 
fear (3—7). 

Considered together, the findings of the present 
investigation are consistent with a conceptual model of 
panic anxiety which suggests that spontaneous and 
phobic-stimulus-induced panic attacks may result 
from dysfunction of the a-adrenergic autoreceptor 
and other neuronal inputs. Such dysfunction might 
result in improper regulation of the normal fluctua- 
tions in noradrenergic neuronal activity that occur in 
response to mild, nonnoxious stimuli or of the in- 
creased norepinephrine neuronal activity and norepi- 
xx release that occur in response to stress (3, 5, 

23). Under normal conditions, increased norepineph- 
rine release would act as feedback to decrease neuronal 
activity by stimulating the inhibitory a-adrenergic 
autoreceptor. However, this mechanism could be im- 
paired in patients in whom the activity of this receptor 
is abnormally low, thereby producing a prolonged 
state of noradrenergic hyperactivity and panic anxiety. 
The therapeutic mechanism of antipanic treatment 
may relate to an ability to attenuate the surge of 
noradrenergic activity associated with panic anxiety by 
reducing presynaptic noradrenergic activity and/or by 


downregulating postsynaptic f-adrenergic receptors 
(24, 25). 
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Effect of Bromocriptine on Affect and Libido 
in Hyperprolactinemia 


Michele C.S. Koppelman, M.D., Barbara L. Parry, M.D., Jean A. Hamilton, M.D., 
Sheryle W. Alagna, Ph.D., and D. Lynn Loriaux, M.D., Ph.D. 





Six women with primary hyperprolactinemia 
(mean prolactin level, 50 ng/ml) were matched with 
six normal women on eight factors influencing life 
style. Observers blind to endocrine status followed 
the subjects weekly for 10 weeks. Patients took 
bromocriptine, 2.5 mg twice daily, or placebo in a 
randomized double-blind sequence with crossover at 
5 weeks. The mean Hamilton score for the patients 
was compatible with mild depression and higher 
than that for normal subjects during placebo but not 
during bromocriptine treatment. Libido was similar 
in both groups during placebo and bromocriptine. 
The mean number of orgasms reported per day was 
lower in patients than in normal subjects during 
both treatment conditions, although one patient 
reported orgasms during drug treatment only. 
Hyperprolactinemia in women may be associated 
with mild depression and a decrease in orgasmic 
frequency. 

(Am J Psychiatry 1987; 144:1037-1041) 





yperprolactinemia, a common disorder in young 

women, may cause symptoms of galactorrhea, 
menstrual irregularity, or infertility. A subset of these 
patients also have a pituitary tumor. Recent studies (1— 
3) document that tumor progression is infrequent and 
that prolonged clinical stability or gradual improve- 
ment is the rule. Thus, ablative therapy of the adenoma 
is rarely indicated, and treatment should be aimed at 
controlling symptoms. Several workers (4, 5) have 
suggested that hyperprolactinemic individuals have 
psychological disturbances which, if causally related to 
the hyperprolactinemia, could be indications for pro- 
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lactin-lowering therapy with dopamine agonists such 
as bromocriptine. However, the choice of healthy 
hospital employees as a control group for hospizalized 
hyperprolactinemic women (4) was a poor one because 
of the psychological stress related to hospitalization 
and the inability to conduct a blind structured inter- 
view. 

Loss of libido is generally considered a cardinal 
manifestation of hyperprolactinemia in women, but 
this is largely based on subjective determinations made 
by biased observers. One previous study (6) assessed 
sexuality by questionnaires administered to treated 
and untreated hyperprolactinemic women ard un- 
matched control subjects. Thus, several questions re- 
tain. Is decreased libido a consistent finding in hyper- 
prolactinemic women when such women are com- 
pared to normal subjects matched for life style? If so, is 
it a consequence of central actions of prolactin on 
sexual behavior? Is it secondary to associated changes 
in mental status or gonadal function? Or is it an 
epiphenomenon of central neurotransmitter altera- 
tions either causing or caused by the hyperprolactine- 
mia? The study by Adams et al. (7) illustrates the 
importance of evaluating female-initiated sexual activ- 
ity in studies of female sexuality and libido. To exam- 
ine the possible effect of hyperprolactinemia on libido 
and affect, we studied sexuality in parallel with assess- 
ments of mood, affect, and hormone levels. Observers 
were blind to the endocrine status of the subjects. 
Hyperprolactinemic women were studied during blind 
placebo and bromocriptine treatment conditions and 
compared with concomitantly followed, matched nor- 
moprolactinemic control subjects. 


METHOD 


Women with primary hyperprolactinemia ‘mean 
baseline prolactin level >3 SD above the norma: mean) 
living in the greater Washington, D.C., area were 
invited to participate in this protocol. Each recruited 
patient was then matched with a normal control 
subject drawn from a pool of more than 500 women 
who responded, by completing a questionnaire, to a 
call for volunteers for a study of relationships between 
hormone levels and mood. Normal subjects, but not 
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patients, were remunerated for their participation. All 
subjects gave written informed consent. The protocol 
was approved by the National Institute of Child 
Health and Human Development Clinical Research 
Committee. 

All subjects were matched as closely as possible on 
eight factors influencing life style. These factors were 
weighted in descending order: race, marital status and 
duration, number of children at home, age, contracep- 
tive method, religion, and employment status. No 
subject used oral contraceptives. All normal subjects 
reported regular menstrual cycles. 

We obtained a complete medical history from each 
patient and normal subject. All subjects were given a 
physical examination and a short form of the MMPI to 
assess baseline status. Patients were then randomly 
assigned to placebo or bromocriptine (2.5 mg b.i.d.) 
for 5 weeks and crossed over for the second 5 weeks. 
Normal subjects received no medication. 

Subjective ratings of affect were assessed daily by 
means of a questionnaire that scores sleep, sadness, 
anxiety, fatigue, and energy. Each subject kept daily 
inventories of sexual activity, using a form modified 
from Adams et al. (7), for the duration of the study. 
Each week for 10 weeks objective determinations of 
mood and affect were made by psychiatrists (B.L.P. 
and J.A.H.) who were blind to the endocrine status of 
the subjects. Objective measures were obtained by 
means of a structured interview that included a mental 
status examination and questions (Hamilton Rating 
Scale for Depression, 24 items) to evaluate mood 
(depression, anxiety, hostility, irritability), neurovege- 
tative status (sleep, appetite, libido, memory-concen- 
tration, energy), and somatic symptoms (8, 9). The 
Profile on Mood States (POMS) (10) was administered 
weekly for the subjective component. 

Before each interview, 30 ml of blood were drawn 
for measurement of prolactin, luteinizing hormone 
(LH), follicle-stimulating hormone (FSH), estradiol, 
progesterone, testosterone, dihydrotestosterone, testos- 
terone-estradiol-binding globulin, cortisol, and dehy- 
droepiandrosterone sulfate (DHA-S). Serum was sep- 
arated and stored frozen until all samples were 
collected. All samples for each patient and matched 
normal subject were run in one assay. 

Prolactin (11), LH, and FSH were measured by 
double antibody radioimmunoassays with reagents 
provided by the National Hormone and Pituitary 
Program of the National Institute of Arthritis, Diabe- 
tes, and Digestive and Kidney Diseases and a commer- 
cial prolactin standard (65A6LB1, Cambridge Medical 
Diagnostics, Billerica, Mass.). Serum estradiol, testos- 
terone, and dihydrotestosterone were measured by 
radioimmunoassay after diethyl ether extraction and 
celite chromatography. Progesterone was measured by 
radioimmunoassay after hexane extraction. Testoster- 
one-estradiol-binding globulin was determined by the 
method of Nisula and Dunn (12). Cortisol and DHA-S 
were measured by radioimmunoassay. The within- and 
between-assay coefficients of variation, respectively, 
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were as follows: prolactin, 3.0% and 12.4%; LH, 
8.4% and 17.5%; FSH, 8.1% and 16.2%; estradiol, 
5.2% and 10.4%; testosterone, 10.0% and 14.3%; 
dihydrotestosterone, 13.3% and 24.7%; progesterone, 
7.5% and 12.8%; cortisol, 5.8% and 10.1%; and 
DHA-S, 6.5% and 13.0%. 

Comparisons between patients and control subjects 
(group effect) were made by unpaired t tests of each 
measure averaged for the last 4 weeks of each 5-week 
time period: placebo (block 1) or bromocriptine (block 
2) for the patients and the corresponding time period 
for the normal subjects (also referred to as blocks 1 
and 2). Drug effect was evaluated by two-sided t tests 
of the difference between each factor during block 1 
and block 2 for patients compared to the difference for 
the normal subjects. The limit of significance was .05 
for each test. All values are reported as mean+SD. 


RESULTS 


The hyperprolactinemic subjects had had symptoms 
of amenorrhea and/or galactorrhea for 7.3+3.0 years 
(range, 3-10) and documented prolactin elevation for 
4.6::1.8 years (range, 2—7.5). Five of the six subjects 
had had CAT scans of the sella within 2 years of study. 
All abnormalities documented were confined to the 
sella. The sixth patient did not have a CAT scan but 
did have a normal skull X-ray (Hardy grade 0) within 
2 years of this study. One patient was withdrawn from 
bromocriptine for 6 weeks before the protocol began. 
Two other subjects had taken bromocriptine for ovu- 
lation induction more than 18 months before study. 
None of the patients had undergone transsphenoidal 
surgery or pituitary irradiation. Two patients had 
regular menses; the other four were amenorrheic. The 
means of two or three random prolactin levels, ob- 
tained in all subjects before the study began, were 
49.83 17.4 ng/ml for the patients and 13.0+7.1 for the 
normal subjects (t=4.8, df=10, p<.001). 

Four of the six matched pairs were white and two 
were black. Three subjects in each cohort were mar- 
ried, two were single, and one was married and 
recently separated. Two subjects in each cohort had 
young children living at home; they ranged in age from 
9 months to 9 years. The age range of the patients was 
21-37 years; the age range of the normal subjects was 
21-36 years. The patients and the normal subjects 
reported similar tobacco and alcohol use and were of 
similar socioeconomic status. 

Five patients and five normal subjects reported pre- 
vious use of oral contraceptives for up to 3 years, but 
all 10 had stopped taking oral contraceptives more 
than 3 years before study. Subject 5 in each cohort 
reported no previous use of oral contraceptives. All 
patients and normal subjects were clinically and chem- 
ically euthyroid. One normal subject was taking L- 
thyroxine because of a history of goiter. No other 
subjects took prescription medications during the 
study. 
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TABLE 1. Total Hamilton Depression Scores, Measures of Libido, and Hormonal Data for Hyperprolactinemic Women Given Placebo and 


Bromocriptine and for Normal Women 








Hamilton Score Net Events/Day? 

Subjects Mean SD Mean SD 
Patients (N=6) 

Block 1 (placebo) 935 46 0.31 0.17 

Block 2 (bromocriptine) 4.458 1.8 0.36 0.19 
Normal (N=6) . 

Block 1 39 24 0.58 — 0.29 

Block 2 4.6 3.2 0.45' | 0.23 


0.231 


Prolactin Estradiol Progesterone 
Orgasms/Day (ng/ml) (pg/ml) (ng. ml) 
Mean SD Mean SD Mean SD Mean SD 
0.008" 0.019 44.64 201 403° .501 o7f 0.9 
0.059° 0.092 19.09 222 49.2 495 1.0 14 
0.231 0.192 7.8 2.4 113.8 45.2 4.7 2.4 


0165 — 59. — 24 778 70 39 21 


“Number of mutually and female-initiated hetero- and autosexual events minus rejections of partner. 


5:22.46, df=10, p<.05; group effect, block 1. 


q= =2.83, df=10, p<.05; group effect, block 1. t=2.22, df=10, p<.05; group effect, block 2. 


t= 4.45, df= 10, p<. 001; group effect, block 1. 
n 2.67, df=10, p«.05; group effect, block 1. 


ft=3.73, df=10, p<.01; group effect, block 1. t=2.90, df=10, p<.05; group effect, block 2. 


2. 54, df= 10, p<.05; drug effect. 
ht-2.93, df=10, p<.05; drug effect. 
iN=4, 


MMPIs were completed by five patients and six 
normal subjects before they entered the study, al- 
though the results were not tabulated until the study 
was finished. Except for the depression subscale raw 
scores (25.4£4.6 in patients and 19.5+2.7 in normal 
subjects; t=2.64, df=9, p<.05), the mean scores for 
each of the 10 subscales did not differ in the two 
groups. Only one patient had a score on the depression 
subscale in the range considered “possibly patholog- 
ic.” Three patients had borderline pathologic values (T 
score greater than 70) on one to three subscales each 
(psychopathic deviate, N=2; mania, N=1; depression, 
N=1; schizophrenia, N=1). Three normal subjects 
had borderline pathologic values (T score greater than 
70) on one to two subscales each (mania, N=1; 
psychopathic deviate, N=1; schizophrenia, N=1; so- 
cial introversion, N=1). 

The interobserver correlation on the Hamilton rat- 
ings was .83 for our two raters. The Hamilton total 
scores for 24 items were higher for the patients than for 
the normal subjects during block 1 (placebo) but not 
during block 2 (bromocriptine) (table 1). During the 
placebo phase, four patients had total Hamilton scores 
that indicated mild to moderate depression (range, 7— 
15), which resulted from a diffuse increase in scores 
across many scales; the score on only one subscale 
(psychomotor retardation) was significantly different 
between patients and normal subjects during placebo 
(475.25 versus .17+.13; t=2.70, df=10, p<.05) but 
not during bromocriptine (.22+.40 versus .26+.32). 

Despite the significant difference between patients 
and normal subjects on the depression scale of the 
MMPI and objective evidence of depression as deter- 
mined by the observed Hamilton ratings, there was no 
difference between patients and normal subjects in 
subjective assessment of mood. Both groups gave 
similar responses on all subscales of the POMS during 
both intervals. Responses of both groups were also 
similar on the daily mood ratings during block 1 
(placebo). Patients were significantly more anxious 
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than normal subjects during block 2 (bromocriptine), 
largely because of a lower anxiety score reported by 
normal subjects during this block (t=3.44, df=S, 
p<.02). 

One measure of libido (net events per day) was 
calculated from the number of mutually or self-initi- 
ated hetero- and autosexual events minus rejections of 
partner averaged per day. This measure was similar in 
patients and normal subjects during both blocks (table 
1). Because two normal subjects did not consistently 
indicate the initiator of sexual activity on their inven- 
tories, their data could not be used for analysis of the 
female-initiated sexual activity. Neither hetero- nor 
autosexual events were significantly fewer in patients 
than in normal subjects. Patients reported significantly 
fewer orgasms per day than did normal subjects during 
both blocks (table 1). Five of six patients and one of six 
normal subjects reported no orgasms during block 1. 
One of six patients and three of six normal subjects 
reported masturbating. 

Prolactin levels were significantly higher in patients 
than in normal subjects during block 1 (placebo) but 
not during block 2 (bromocriptine) (table 1). Estradiol 
levels were lower in patients than in normal subjects 
during placebo, and progesterone levels were lower in 
patients than in normal subjects during both blocks 
(table 1). There were no differences between patients 
and normal subjects during either block in levels of 
LH, FSH, testosterone, dihydrotestosterone, testoster- 
one-estradiol-binding globulin, cortisol, or DHA-S. 

The Hamilton scores of the patients fell significantly 
during bromocriptine treatment (figure 1), largely be- 
cause of the normalization of the abnormal ratings 
seen in four patients. The drug effect on the Hamilton 
scores was predominantly on two subscales, depressed 
mood (t=3.51, df=10, p<.01) and somatic general 
(t=3.19, df=10, p<.02). The reduction in Hamilton 
ratings did not correlate with the degree of suppression 
of prolactin. 

Although the POMS subscale scores for patients 
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EFFECT OF BROMOCRIPTINE 


FIGURE 1. Individual Total Hamilton Depression Scores for 
Hyperprolactinemic Woman Given Placebo and Bromocriptine and 
for Normal Women 
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"Shaded area indicates normal range. Horizontal lines indicate 
means and standard deviations. 

bt-2.46, df=10, p<.05; group effect. 

t=2.54, df=10, p<.05; drug effect. 


were indistinguishable from those of the normal sub- 
jects during both blocks, the patients’ scores were 
significantly lower (but still within the normal range) 
than the normal subjects’ scores on one subscale, 
confusion (4.44+2.50 versus 4.97+3.12 during block 
1 and 2.58+1.23 versus 5.15+2.83 during block 2; 
drug effect, t=2.65, df=10, p<.05). No significant 
changes were seen in the daily mood ratings. 

There was a nonsignificant increase in libido and 
orgasms from block 1 to block 2 for the patients (table 
1). One patient reported orgasms while taking bromo- 
criptine but not placebo, and another patient reported 
orgasms during both blocks. Both patients who re- 
ported orgasms were having regular menses and ovula- 
tory levels of progesterone before and during the 
study. The one patient who reported orgasms during 
placebo had been withdrawn from bromocriptine 6 
weeks before entering this study and despite elevation 
of prolactin (42.7 ng/ml) continued to have regular 
menses. The four anorgasmic subjects remained amen- 
orrheic during the study. There was no correlation 
between increase in libido and either decrease in 
Hamilton ratings or suppression of prolactin. 

Maintaining the blind status for the psychiatrists 
was successful. At the end of the study, they succeeded 
in correctly identifying the prolactin status (high or 
normal) of six of the 12 participants. One patient had 
substantial side effects of nausea and dizziness while 
taking bromocriptine, which were ameliorated by tak- 
ing both capsules at bedtime. When the study was 
finished, five of six patients correctly identified the 
block during which they received the drug. Only one of 
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the six wished to continue bromocriptine after com- 
pletion of the study. 


DISCUSSION 


The findings of this study confirm the tendency to 
mild depression previously described in women with 
hyperprolactinemia (4, 5). However, our patients were 
not more hostile or anxious by objective criteria and 
did not report more subjective emotional distress than 
the normoprolactinemic women. The observations, 
reflected by the Hamilton scores, made by psychiatrists 
blind to endocrine status were considerably more 
sensitive to differences in mood than the subjective 
information obtained on the POMS. This blind design 
has not been implemented in previous studies of affect 
in hyperprolactinemia. Thus, the reported differences 
in the Hamilton scores do not reflect observer bias. 

Despite reporting levels of female-initiated sexual 
activity similar to the normal subjects’ levels as well as 
to previously reported levels of normal women (7), the 
hyperprolactinemic women reported significantly 
fewer orgasms. This observation has not been previ- 
ously reported. Thus, while the quantitative experience 
is similar, the quality may not be. The complaints of 
abnormal or decreased libido most likely connote this 
qualitative change. Our findings are in contrast to a 
previous evaluation of sexuality in hyperprolactinemic 
women that used a pencil-and-paper questionnaire to 
assess libido (6), in which measures of “sexual activ- 
ity” and “interest in intercourse” were significantly 
reduced and no significant difference was reported in 
“ability to reach orgasm” or “satisfaction of inter- 
course." 

Our patients had had a diagnosis of primary hyper- 
prolactinemia for 2—7.5 years before they entered the 
study. The two who desired children had taken bro- 
mocriptine and had had healthy full-term infants. 
These patients and their physicians viewed their illness 
as a chronic but benign condition that offers little, if 
any, impairment to their daily life. By contrast, the 
patients previously described as having high levels of 
anxiety and hostility were either newly diagnosed or 
newly referred to an endocrine clinic (4, 5); they had 
recently had or were undergoing a complete evaluation 
of pituitary function, including anatomic studies. 
Thus, the anxiety experienced by patients referred to a 
subspecialty clinic and undergoing extensive evalua- 
tion may have been nurtured by their physicians and 
elicited on their symptom questionnaires. 

The effects of bromocriptine treatment on depressed 
mood were significant. The four patients with objec- 
tive evidence of depression (Hamilton scores greater 
than 7) returned to normal mood. By averaging mea- 
sures obtained weekly over 4 weeks, we can control for 
cyclic variation in patients or in normal subjects. In a 
double-blind study, bromocriptine was found to be 
more effective than imipramine for mild endogenous 
depression (13). The absence of a correlation between 
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improvement in Hamilton scores and degree of sup- 
pression of prolactin in our study suggests that the 
antidepressant and prolactin-lowering actions of bro- 
mocriptine may be independent. 

The reporting of orgasms was a stable factor for the 
normal subjects, with five of the six normal subjects 
reporting orgasms during both blocks and the sixth 
during neither. One patient reported orgasms while 
taking bromocriptine but not placebo, suggesting an 
effect of treatment for that individual. The two hyper- 
prolactinemic patients who reported orgasms were 
having regular menses with ovulatory levels of proges- 
terone during both placebo and bromocriptine blocks. 
The lesser degree of impairment of orgasmic potential 
in these subjects may reflect a lesser degree of ovarian 
suppression. The four amenorrheic patients remained 
anorgasmic during the study. Our sample is too small 
to suggest a mechanism for the effects of bromocrip- 
tine on frequency of orgasm in hyperprolactinemic 
women. Simple amelioration of depressive mood was 
not sufficient, because four subjects demonstrated res- 
olution of depression but only one reported an increase 
in frequency of orgasm. Cyclic ovarian function 
seemed to facilitate sexual function in these subjects 
but was not sufficient. A direct central effect of bro- 
mocriptine on libido independent of actions on affect 
and prolactin cannot be excluded. 

One previous double-blind study documented a 
reduction in depression and emotional distress and 
improvement in self-reported libido with bromocrip- 
tine treatment of hyperprolactinemia (14), but normal 
control subjects were not studied, and the data were 
tabulated at a single point at the end of each 6-week 
interval. 

In conclusion, we confirm the tendency to mild 
depression and its amelioration by bromocriptine ther- 
apy in some hyperprolactinemic women (4, 5, 14). We 
also describe a reduction in orgasmic potential in these 
women despite similar frequencies of female-initiated 
sexual events and a suggestion of a drug effect on 
libido. Mild depression and decreased orgasmic poten- 
tial may be indications for therapy with a dopamine 
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agonist in hyperprolactinemic women, although most 
of our subjects did not find this medication to be of 
sufficient subjective benefit to desire its continuation. 
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Commentary 





Are We Training Too Many Psychiatrists? 


Joel Yager, M.D., and Jonathan F. Borus, M.D. 


In contrast to the past decade’s concerns about an 
undersupply of psychiatric manpower, the authors 
point out that the profession may soon be facing the 
prospect of an oversupply of psychiatrists. Given the 
present rate of producing psychiatrists, shifts in 
demands for psychiatric services, changing payment 
and access patterns regarding specialty medical care, 
increasing numbers of nonpsychiatrist mental health 
professionals, and a probable surfeit of primary care 
physicians, underemployment of psychiatrists may 
become commonplace. Future psychiatrists will likely 
be used more as consultants, and the profession will 
need fewer, but better trained, graduates. The 
authors present alternative proposals to deal with 
service needs related to such reductions. 

(Am J Psychiatry 1987; 144:1042—1048) 


O ver the past few years, articles in our most 
prestigious medical journals have announced the 
forthcoming glut of physicians in general and of med- 
ical specialists in particular (1-3). Health economists 
have demonstrated that an excess number of physi- 
cians in a community leads to unnecessary interven- 
tions and cost, and leaders in medicine foresee exces- 
sive competition for patients along with under- 
employment; both have let it be known that the public 
and the profession would be better served if the supply 
of physicians were decreased. In some states, actions 
are already being taken to reduce the physician supply; 
many are erecting increasingly difficult barriers to 
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foreign medical graduates (FMGs) wishing to obtain 
medical licensure (4). National legislation affecting 
Medicare reimbursement has been proposed that 
would sharply limit federal support for residency train- 
ing of graduates of U.S. medical schools and virtually 
eliminate educational support for FMGs (5); the 1986 
Budget Reconciliation Act took decisive steps in this 
direction. 

Having just emerged from the “manpower crisis" of 
the early 1980s, many in psychiatry might consider it 
downright treasonous to suggest that we cut back on 
the production of psychiatrists. After all, large num- 
bers of mentally ill patients receive little or no care. 
However, there is widespread concern about the qual- 
ity of the psychiatrists we are producing. Many exam- 
iners for the American Board of Psychiatry and Neu- 
rology (ABPN) are shocked by the poor performance 
of a sizable percentage of candidates who have, pre- 
sumably, completed training in accredited residency 
programs. One-third of the graduates of U.S. medical 
schools and almost 6096 of FMGs do not pass the 
certification exams on their first try (6). Psychiatric 
educators are embarrassed by the poor quality of some 
residency programs that remain accredited despite the 
efforts of the Residency Review Committee. In addi- 
tion, in certain areas practicing psychiatry has become 
increasingly difficult, with fewer available job oppor- 
tunities in public, private, or academic sectors. In the 
view of many community practitioners, psychiatry 
may be on the verge of becoming a congested specialty. 

In this paper we will review psychiatric manpower 
issues and the usual arguments for increasing the 
number of psychiatrists. Our analysis will show that 1) 
we will shortly be meeting projected psychiatric man- 
power needs for the future, especially in the light of 
probable shifts in demand for psychiatric services in 
the coming years, and 2) we are currently producing 
too many poorly trained psychiatrists as the price for 
providing residents' services in locales and treatment 
settings that have difficulty attracting qualified practi- 
tioners. We will conclude with suggestions for modi- 


Am J Psychiatry 144:8, August 1987 


fying psychiatric training and recommendations re- 
garding the future delivery of psychiatric services. 


BACKGROUND 


Health planners have used a variety of methods to 
estimate the number of psychiatrists needed in the 
United States. Using figures that they admit are crude 
guesses, these planners have estimated a need for about 
one psychiatrist per 10,000 population, with ranges 
from 6.5 to 12.5 per 100,000 (7, 8). If one accepts 
these estimates, the current number of psychiatrists in 
the United States should be adequate. In June 1985, 
APA estimated that there were about 36,000 psychia- 
trists in the country (including psychiatric resident 
members) (personal communication from Carolyn B. 
Robinowitz, M.D., Deputy Medical Director, APA), 
which means that the current ratio approximates 15 
psychiatrists per 100,000 population. 

Using a “modified needs” formula, the 1980 report 
of the Graduate Medical Education National Advisory 
Committee (the GMENAC report) (9) suggested that 
by 1990 the United States would require about 38,500 
general psychiatrists—8,000 more than were available 
in 1980. However, several facts now suggest that there 
will be no shortage in the 1990s. First, the number of 
students entering psychiatry has increased markedly— 
60% more graduates of U.S. medical schools matched 
into psychiatry in 1986 than in 1980. Second, 1,000 to 
1,200 general psychiatric residents are graduated an- 
nually (10). Third, the attrition rate for psychiatrists 
has been estimated to be only about 1.196—2.096/year 
due to death, illness, or retirement (personal commu- 
nication, E.P. Merwin, Division of Health Professions 
Development, Office of Statewide Health Planning and 
Development, Sacramento, Calif), and the average 
psychiatrist in the United States is only 44 years old 
and has many more work years ahead. Given these 
numbers, if one conservatively estimates that 500 to 
600 psychiatrists are leaving while 1,000 to 1,200 new 
graduates are entering the manpower pool each year, 
the shortage of psychiatrists estimated by the 
GMENAC report will be nearly overcome by 1990. 
Even if none of the other considerations to be dis- 
cussed in this paper were considered, we could still 
anticipate a GMENAC-defined surplus of psychiatrists 
beginning in the 1990s, By itself this suggests that 
cranking down the production of psychiatrists should 
have started with the PGY-1 class of July 1987. 

In what follows, we will review the factors relevant 
to determining the appropriate number of psychia- 
trists, examining in turn five flawed arguments often 
raised in favor of increasing the supply of psychiatrists. 


ARGUMENT 1 


The first flawed argument is that the psychiatric 
needs of the population of the United States are 
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enormous. With the prevalence of defined psychiatric 
disorders in the community estimated to be from 15% 
to 23% (11), there might seem to be a bottomless need 
for psychiatric services. However, several consider- 
ations argue against dealing with the problem of need 
for psychiatric services solely by increasing the number 
of psychiatrists. 

First, the prevalence of a disorder cannot be equated 
with a need for treatment. There is no guarantee that 
psychiatrists (or anyone else) know exactly how to 
intervene effectively for many psychiatric disorders; 
this is particularly true for such high-prevalence disor- 
ders as substance abuse and personality disorders (12). 
In addition, some disorders appear to be self-limiting 
even without psychiatric care. 

Second, psychiatric problems such as deviant behav- 
ior, substance abuse, and delinquency have all been 
medicalized, and no overwhelming evidence has yet 
been found favoring a primary role for psychiatric 
rather than other social, health, or rehabilitative serv- 
ices for these problems. 

Third, a need for treatment does not necessarily 
imply a demand for treatment by psychiatrists. Such a 
demand is a function of the desire for treatment by 
those with the disorders, resources available for the 
treatment (e.g., public or private funds for psychiatric 
services), and the specific requirement for a psychia- 
trist’s services as opposed to those of other mental 
health providers. In some areas mental health services 
are regarded as elective and those who do seek mental 
health services often prefer to go to psychologists or 
social workers as “counselors,” finding care with such 
providers less stigmatizing than going to psychiatrists 
(13, 14). 

Fourth, a need for treatment does not necessarily 
define the type or amount of treatment required. The 
lack of standardized criteria for treatment has resulted 
in treatment regimens based on clinician ideology 
rather than patient need. Perceived shortages in psy- 
chiatric treatment manpower, therefore, are dependent 
on the treatment rationales selected as standard. If one 
believes that intensive psychoanalytic psychotherapy is 
the only way to treat certain patients, the perceived 
need for manpower will be much greater than if one 
believes that less manpower-intensive therapies are 
equally effective. Furthermore, no matter how many 
psychiatrists are produced, manpower resources may 
be diverted from the care of the more severely and 
chronically mentally ill to those healthier, better func- 
tioning patients who provide psychiatrists with greater 
professional gratification (15). Therefore, simply pump- 
ing additional psychiatrists into the system will not 
meet our country’s psychiatric néeds. If we realistically 
limit psychiatry’s scope only to those disorders which 
psychiatrists can helpfully treat, those patients who 
want treatment from psychiatrists, and, in an unregu- 
lated medical care system, those psychiatrists willing to 
treat patients with substantial mental disorders, the 
number of psychiatrists needed diminishes substan- 
tially. 
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ARGUMENT 2 


The second flawed argument is that we need more 
psychiatrists because the GMENAC report said we do. 
The estimates provided earlier in this paper indicate 
that we will soon have in the pipeline the number of 
psychiatrists proposed by the GMENAC report. How- 
ever, the GMENAC projections did not take into 
account several important factors that will shape the 
delivery of medical and mental health care in the 
United States in the coming years, all of which should 
further reduce the number of psychiatrists needed. 
According to Schroeder (15), a large number of current 
costly practices in American medicine are likely to be 
curtailed by strong pressures to lower the cost of 
medical care. These include a reliance on too many 
specialists, self-referral of patients to specialists, the 
capacity of physicians to practice medical specialties 
without being Board certified, and the predominance 
of the fee-for-service form of practice. 

Predictions for the future of medical practice (1, 2) 
have suggested five major trends likely to reduce the 
number of specialists (including psychiatrists) “de- 
manded" by consumers. First is the rapidly increasing 
trend toward managed “‘capitated” medical care, the 
*HMoOization" of American medicine. Such plans 
limit the number of visits to specialists (especially 
psychiatrists) and structure fiscal incentives to favor 
less use of medical specialists and greater use of less 
expensive nonphysician care providers. Second is the 
decreased quantity of medical care provided when cost 
containment is the first priority. Medicare's prospec- 
tive payment system using diagnosis-related groups 
(DRGs) has already radically decreased hospital utili- 
zation, and similar measures are being studied to apply 
to outpatient and previously exempted types of care 
(including psychiatry). 

Third is the increasing use of gatekeeper models in 
managed care systems. This model, currently operating 
in Great Britain, requires that patients see specialists 
only after referral from a primary care physician. In 
some plans already in operation in the United States, 
primary care providers have a strong disincentive to 
refer patients to specialists: fees for specialists’ services 
come out of the same financial “pot” as do the 
incentive bonuses of the primary care providers. This 
system squeezes down the numbers of patients re- 
ferred, the number of specialist visits authorized, and 
the fees paid for such visits. 

Fourth is the trend toward horizontal and vertical 
integration of services by huge for-profit corporations, 
which will increasingly define the tasks to be per- 
formed by various types of providers and specify the 
numbers of each type they need (1). There will be 
fewer independent practice opportunities than there 
are today (16). Finally, the demand for scientific data 
supporting the effectiveness of medical and mental 
health interventions will increase. The degree to which 
patient functioning improves per unit cost of services 


will be highlighted (1), and we will be asked to 
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demonstrate changes in patients’ functioning due to 
treatment, with assessment of such behavioral out- 
comes as personal activity, health and mental health 
status, role fulfillment, economic productivity, and 
satisfaction with care. Different types and levels of 
treatment by different types of providers will be com- 
pared. Even without such treatment outcome data at 
hand, third-party rules and algorithms are increasingly 
governing physician practice habits, and individual 
physicians no longer are as easily able to decide 
independently which treatment to use, how often to 
see patients, and when to hospitalize without external 
review. 

Another major set of issues not adequately consid- 
ered by the GMENAC report concerns the production 
of psychologists, social workers, psychiatric nurses, 
and generic “mental health therapists." Psychologists 
and social workers tend to cluster in the same geo- 
graphic areas as psychiatrists rather than disperse out 
to the geographically underserved areas. According to 
Knesper (17), “Since physicians, psychologists, social 
workers, nurses, and other professionals treat the 
mentally ill, the contribution of all groups to the pool 
of mental health manpower needs to be known. Until 
such information is developed, expert opinion and the 
political process will be used to specify the number of 
psychiatrists needed." Although psychiatrists have 
been increasing in numbers, social workers and psy- 
chologists have increased at rates approximately three 
times those of psychiatrists over the last decade (18— 
20). Master's degree "therapists," mental health work- 
ers, and psychiatric technicians are also being pro- 
duced in numbers far greater than are psychiatrists. 
Within an increasingly cost-conscious health care mar- 
ket, we are being undersold; and to the extent that 
such less costly therapists’ services are perceived as 
equivalent, they will be used more. Like it or not, the 
true demand for psychiatric services in the future, 
especially for psychotherapy, will be heavily affected 
by the increased availability of such less-expensive 
"therapists." Organizations required to demonstrate 
productivity per unit cost will not find psychiatrists to 
be the cheapest way to go, as has already been shown 
in many state, county, and Veterans Administration 
mental health programs. Like fast foods, therapy may 
well be “served up” more rapidly and more cheaply, 
even though its quality and “‘digestibility” may suffer. 


ARGUMENT 3 


The third flawed argument is that we need more 
psychiatrists because many rural and urban areas don't 
have enough. There is clearly maldistribution of men- 
tal health professionals. Many counties in the United 
States have no mental health services available from 
psychiatrists, psychologists, or social workers (14). 
Although true, this statement is somewhat misleading. 
For example, even though California has many coun- 
ties without psychiatric services, fewer than 196 of 
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Californians reside in counties without a psychiatrist 
(21). In addition, without forced geographic assign- 
ment of physicians, a concept the United States does 
not seem eager to embrace, there is little evidence that 
simply producing more psychiatrists and dumping 
them into the marketplace will effectively deal with the 
maldistribution problem. Although increasing the num- 
ber of medical school graduates has resulted in an 
increase in all types of physicians in rural areas, this 
has been less true for psychiatry than for other special- 
ties (22). Factors necessary to attract psychiatrists are 
often not available in either rural or underserved urban 
areas, including demand for their services, insurance 
benefits available to the population that pays for 
psychiatric care, educational level and belief system in 
the populace that sanctions psychiatric treatment, and 
the availability of primary care physicians who will 
refer patients for psychiatric care. Further, if we were 
to rely on a “trickle down" method to take care of 
maldistribution, by the time all of the geographically 
undesirable areas are filled by “hungry” psychiatrists, 
the psychiatric glut in more desirable areas would be 
enormous. Staffing underserved areas with National 
Health Service Corps psychiatrists under payback 
plans and providing other specific inducements such as 
differential insurance reimbursement to psychiatrists 
to explore working in these areas seem to be much 
more sensible and precise remedies for the maldistribu- 
tion problem, surely preferable to simply flooding the 
market in the hope that some of the unemployed will 
wander to geographically underserved areas. 


ARGUMENT 4 


The fourth flawed argument is that we need more 
psychiatric residents because public sector hospitals 
depend on residents filling their training positions to 
provide needed services. We should all be outraged at 
the extent to which many psychiatric residents, pre- 
dominantly FMGs, are unfairly exploited by programs 
that do not adequately prepare them to practice or to 
pass clinical specialty board examinations. Many of 
these programs are situated in large public sector 
settings, most in state hospitals, where the residents far 
outnumber the staff psychiatrists and the service load 
per resident is much higher than can be reasonably 
handled with any pretense of learning. In such settings 
the educational programs are often skimpy add-ons, 
totally inadequate to meet the residents’ educational 
needs to master psychiatry, a new culture, and often a 
new language, all within the same 3- or 4-year period. 
Although some of these programs have university 
affiliations, many of these affiliations lack educational 
substance and help perpetuate this system by covering 
up the inadequacy of the training. In spite of these 
handicaps, large numbers of superb FMG psychiatrists 
make major contributions to our profession. Our 
concerns are focused on the quality of psychiatric 
education and patient care in such so-called training 
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settings; we object both to the unfair use of predomi- 
nantly FMG residents as cannon fodder in the service 
wars and to the inadequate education these residents 
often receive. 

What are the facts? About 30% of all psychiatric 
residents in the United States are FMGs. Of the 216 
residency programs listed in the 1986 edition of the 
Directory of Psychiatry Residency Training Programs 
(23), over one-quarter had half or more of their 
residency slots filled by FMGs. In contrast, in 17 
(65%) of the 26 state-hospital-based residency pro- 
grams listed, half or more of the residents were FMGs; 
in 12 of these 17 programs virtually all of the residents 
were FMGs. 

Despite the inability of many public service sj stems 
to adequately prepare residents for specialty certifica- 
tion or modern psychiatric practice, large numbers of 
residents in psychiatric training status are tolerated in 
these settings as a way to meet pressing manpower 
needs inexpensively. This shortsighted policy is scri- 
ously flawed in that it inexorably leads to the commu- 
nity at large being flooded with large numbers of 
psychiatrists who have received inferior training and 
who are, on the average, far less likely than other 
psychiatrists to be able to demonstrate minimum com- 
petence. 

Even if foreign-trained physicians were the only 
current physician manpower source available for such 
service systems, the assumption that they would come 
to these hospitals only for residency training is prob- 
ably mistaken. Time- limited contract physician ap- 
pointments, not “dressed up” as residency positions, 
would very likely be attractive to many foreign physi- 
cians who are immigrating to the United States and 
who need additional preparation and experience with 
American culture, language, and medical care practice 
before beginning legitimate specialty training. Cer- 
tainly, improved training for and supervision of the 
services these physicians render in such settings would 
still be essential. 

We anticipate (and in some geographic areas have 
started to see) that as the glut of American physicians 
increases and as practice opportunities in both special- 
ties and primary care decrease, physicians will look 
with increased favor on salaried positions, sacrificing 
income and independence for regular hours and a 
paycheck. An oversupply of nonpsychiatric American 
physicians will undoubtedly stimulate many of them to 
start practicing psychiatry without taking residencies. 
Even now, the American Board of Family Medicine is 
considering offering specialty certification with added 
qualifications in areas that may increase competition 
with psychiatry. Marketplace competition may cven 
lead to an increase in the number and quality of 
general physicians working in public sector settings as 
"psychiatroids," as happened when psychiatrists were 
needed and other physicians were more abundant in 
the Armed Forces during World War II. Although one 
hopes that these physicians will receive adequate on- 
the-job training to allow them to care for patients 
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competently, their jobs also should not be masked as 
psychiatry residency programs. 


ARGUMENT 5 


The fifth flawed argument is that we need more 
psychiatrists because there are many empty leadership 
positions in public psychiatry. We have already shown 
that the “trickle down” approach, flooding the mar- 
ketplace with psychiatrists, is an inefficient way to 
handle the maldistribution problem. It is unlikely that 
empty leadership positions in public psychiatry will be 
effectively filled by producing more psychiatrists who 
may initially provide line-level direct care in the public 
sector and then “trickle up" into systems management 
roles. The need for such psychiatric leadership is much 
more likely to be effectively dealt with if the attractive- 
ness of such positions is increased by providing both 
postresidency clinician-executive training for talented 
psychiatrists with specific interest in public sector 
leadership and greater fiscal and academic incentives 
for such careers (24, 25). 


THE COST OF TRAINING MARGINAL RESIDENTS: 
LOSS OF QUALITY 


A major contributor to psychiatry’s low prestige as a 
specialty is the perception, in and out of our profes- 
sion, that many psychiatrists are not high-quality 
professionals (26). To demonstrate this point, consider 
how many psychiatrists you know, and then consider 
to how many of them you would with confidence refer 
a beloved family member or friend; the latter will 
probably be a disturbingly small percent of the former. 
Concern about poor professional quality is addition- 
ally supported by the fact that requirements for psy- 
chiatric Board certification have been made less rather 
than more stringent over the years. Fifteen years ago 
ABPN certification required passing an hour-long oral 
examination in basic psychiatry, two live psychiatric 
patient examinations, and a live patient neurology 
examination. Now, in large measure due to the logis- 
tical problems involved i in examining large numbers of 
candidates, only one live and one videotaped psychi- 
atric patient examination are required. Furthermore, 
large numbers of psychiatrists who decline to take or 
who fail the Board examinations still practice without 

substantial negative consequences related to their lack 
of certification. 

To illustrate the absurdity of psychiatry’s position in 
putting manpower needs ahead of quality assurance, 
we will make an analogy to another profession that 
handles life-and-death situations. Imagine what would 
happen if there were too few airline pilots. Would the 
public sanction permitting more poorly qualified can- 
didates to go through slipshod training programs? 
Would we allow such pilots to decide whether to take 
a watered-down certifying examination and allow 
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them to fly airliners with or without certification? 
Unlikely! Yet that is analogous to what psychiatry has 
done to handle its manpower needs. We are not 
asserting that Board certification is the gold standard 
that assures quality or even competence. But, we do 
believe that failing these examinations often reflects 
professional inadequacies and that allowing specialty 
certification to remain optional reflects a basic flaw in 
our profession’s accountability to the public. Since 
keeping large numbers of marginal residents in the 
pipeline to satisfy service needs contributes to the 
likelihood that they will “pass through” substandard 
programs to become inadequate psychiatrists, perpet- 
uation of this system guarantees our profession’s con- 
tinued low quality and prestige. 

The British position on psychiatric manpower may 
help us as we consider our future. Much of the 
psychiatric care in the United Kingdom is provided by 
primary physicians, and a gatekeeper model is already 
in place—the psychiatric consultant is called in only 
when the primary physician believes that specialist 
services are necessary. The United Kingdom averages 
one psychiatrist per 46,000 population, about one 
quarter the ratio in the United States; yet, it would be 
hard to prove that the mental health of the British 
population is worse than ours due to their lower level 
and different use of psychiatric manpower. Although 
British psychiatric educators and planners believe that 
their current level of psychiatric manpower is too low, 
even at their boldest they recommend only a doubling 
of the supply—to about one psychiatrist per 23,000 
population (27). 

The British predict that their psychiatrists in the 
future will need to become even more specialized, 
having greater roles in teaching, research, and consul- 
tation than at present. We believe that economic forces 
at work in the United States will produce a similar 
result here. As we have discussed elsewhere (28), this 
argues for increasing the rigor of training, the stan- 
dards for those we call psychiatric specialists, and the 
ongoing evaluation of trainees, training programs, and 
practitioners. To some this may be considered elitism; 
in our view, it is a realistic assessment of what will be 
required of psychiatry in the future. We should remem- 
ber that the Flexner report, a historic call to substitute 
quality standards for the quantity production of phy- 
sicians, was also called elitist in its day. 


DANGERS OF OVERSUPPLY 


Schroeder (15) and Menken (3), among others, have 
described the results of an oversupply of physicians. In 
Western Europe, where an excess of physicians already 
exists in several countries, it has been shown that 
physician incomes drop off, underemployment is com- 
mon, and demoralization occurs. Medicine becomes 
less attractive to the best and brightest students, exces- 
sive treatment is‘rendered, and specialist physicians 
become more willing to work as primary care physi- 
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cians rather than as consultants. A similar oversupply 
of physicians has been predicted for the managed-care- 
dominated future of American medicine (16). 

For the academic medical center, physician oversup- 
ply will result in fewer referrals of paying patients from 
community to university hospitals (3). Since universi- 
ties are among the strongest advocates for maintaining 
the current number of house staff (to satisfy both 
service needs and academic narcissism), this latter 
point sounds a frightening alarm: reduced referrals of 
paying patients to university hospitals due to oversup- 
ply of community-based physicians will not only hurt 
academic departments’ teaching and research missions 
but also threaten their very economic viability. 


CONCLUSIONS 


In our view, the preceding discussion points toward 
the conclusion that we are training too many psychi- 
atrists in general and far too many poorly prepared 
ones in particular. Both the profession and the public 
would be better served if the number of psychiatrists 
trained was limited to the number of high-quality 
training positions available and to the number of 
young physicians who can meet increased standards of 
excellent clinical practice for certification. Because 
many current programs that are unable to provide 
high-quality training would need to be closed under 
such a plan, we anticipate that an increase in quality 
would result in a decrease in the number of available 
training positions. Since reductions in federal funding 
for graduate medical education are likely to occur in 
the current economic climate, efforts are necessary to 
ensure that remaining support is channeled toward 
programs of assured high quality. 

How can we better limit training to such quality 
programs? Although we recognize the need to contin- 
uously improve the validity of the Board certification 
process to assess competence, it is still the best national 
measure of clinical competence now available to our 
profession. Accordingly, we urge the Residency Re- 
view Committee in Psychiatry to rescind the accredi- 
tation of any residency program from which more than 
one-third of its graduates fail to take and pass the 
Boards. The American Board of Thoracic Surgery 
already rejects applications from surgeons who trained 
in programs where the Board failure rate has been 
excessively high. Furthermore, we would support med- 
ical licensure becoming contingent on specialty certifi- 
cation and differential insurance reimbursement being 
awarded for certified specialist versus noncertified 
specialist care (as already exists in Canada). Both of 
these developments would demand increased stan- 
dards of quality and accountability by our profession. 
Even in advance of these changes, weak programs 
could be eliminated by stringent application of a 
tougher set of residency program accreditation re- 
quirements and appeals procedures. 

We do not believe that residents are the answer for 


Am ] Psychiatry 144:8, August 1987 


JOEL YAGER AND JONATHAN F. BORUS 


psychiatric manpower problems in public service sys- 
tems. We must no longer ignore the fact that marginal 
residents trained to meet a short-term service need in a 
specific area or institution become “‘free agents" after 4 
years of training, fully privileged practitioners regard- 
less of whether they have been adequately prepared or 
specialty certified, able to practice wherever they want, 
both adding to the oversupply and providing more 
poor care. Short-run psychiatric service manpower 
needs would be more effectively met by using contract 
physicians not being trained as resident psychiatrists 
and by making better use of teams of specialist con- 
sultant psychiatrists working with nonpsychiatric phy- 
sicians and well-trained nonphysician mental health 
personnel. Various economic and clinical experiments 
will determine the new relationships and roles of 
psychiatrists with such other medical and mental 
health professionals in the care of the mentally ill. 

In conclusion, as fiscal constraints and new medical 
care systems redefine the mental health market and our 
roles in it, we must decrease the number and increase 
the quality of the psychiatrists we train. Bad care for 
patients provided by inadequately trained psychiatrists 
will do more harm to our field in the eyes of both the 
public and our medical colleagues than all the efforts 
of the competing mental health professions. If we fail 
to discriminately cut back on the number of psychia- 
trists we train and better ensure that those psychiatrists 
we do produce can demonstrate a high standard of 
clinical excellence, the future attractiveness, the pres- 
tige, and, most important, the integrity of psychiatry 
are at risk. 
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Neuropathologic data from patients with 
Alzheimer’s disease indicate the presence of 
neurofibrillary tangles in hypothalamic regions 
associated with regulation of pituitary hormone 
release. The authors explored the hypothesis that 
cholinergic projections to hypothalamic nuclei 
controlling pituitary growth hormone (GH) release 
degenerate in Alzheimer’s disease. Integrity of 
cholinergic regulation was tested by assaying the GH 
response to a presynaptic cholinergic challenge. After 
administration of the choline esterase inhibitor 
edrophonium, the peak GH response was 14 ng/ml 
in healthy elderly control subjects and only 2 ng/ml 
in Alzheimer’s patients. The magnitude of GH 
blunting was correlated with cognitive and 
functional deficits. Possible implications of these data 
for enhanced accuracy in the diagnosis of dementia 
are discussed. 

(Am J Psychiatry 1987; 144:1049-1052) 


he clinical diagnosis of Alzheimer’s disease is still 
largely a diagnosis of exclusion; only the histo- 
morphologic evaluation of selected brain tissue can 
currently provide definitive evidence for this diagnosis. 
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As brain biopsies are generally not acceptable diagnos- 
tic procedures, a diagnosis of Alzheimer’s disease must 
remain tentative until it is confirmed or disconfirmed 
at autopsy. The National Task Force on Alzheimer’s 
Disease reflected a sentiment generally shared by geri- 
atric clinicians when it assigned primary urgency to the 
systematic search for a “behavioral or biological 
marker unique for Alzheimer’s disease” (1). A specific 
marker could enhance diagnostic acuity and eventually 
permit definitive in vivo diagnosis. It would be partic- 
ularly useful in making early diagnoses possible and in 
increasing diagnostic accuracy in cases of mixed de- 
mentias. Although a clinical diagnosis of Alzheimer's 
disease, in the absence of confounding comorbidity, is 
currently confirmed in 8096—9096 of cases (2, 3), these 
figures are thought to be much lower in cases where 
other brain pathology is superimposed on Alzheimer's 
disease. 

Recent research has provided compelling evidence 
for a central cholinergic deficit in Alzheimer's disease 
(4, 5). The decline of histochemical markers of cholin- 
ergic function in Alzheimer brains, especially the hip- 
pocampus and temporal cortex, has been found to be 
correlated with the degree of cognitive decline ob- 
served in the patient before death (6, 7). The hypothal- 
amus receives strong cholinergic projections that are 
thought to originate from the same cholinergic cel! 
groups innervating the hippocampus and temporal 
neocortex. Hypothalamic regions receiving cholinergic 
input are the major sources of peptide-releasing factors 
that control pituitary secretion of growth hormone 
(GH). GH specifically is under the control of GH- 
releasing factor (GH-RF), localized primarily in the 
arcuate nucleus of the hypothalamus (8), and somato- 
statin, which has been localized in the paraventricular 
nucleus (9). These areas show the characteristic neu- 
rofibrillary tangles in patients with Alzheimer's disease 
(10). Furthermore, Rossor et al. (11) have shown that 
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in the hypothalamus of Alzheimer’s disease patients, 
choline acetyltransferase levels, a prime indicator of 
cholinergic transmitter activity, are 25% lower than in 
the hypothalamus of normal elderly subjects. This 
finding supports the idea that hypothalamic choliner- 
gic input may represent collaterals of cholinergic neu- 
rons in the nucleus basalis of Meynert and the diagonal 
band of Broca (11). 

Our search for a potenial diagnostic marker for 
Alzheimer’s disease was based on the hypothesis of 
impaired cholinergic control of pituitary hormone 
release in Alzheimer’s disease. With a normal cholin- 
ergic neuron, a cholinesterase inhibitor such as edro- 
phonium will increase neurotransmitter availability at 
the synapse by blocking transmitter degradation (12). 
Intravenous administration of edrophonium thus stim- 
ulates GH-RF secretion and consequently release of 
GH, which has been shown to be ultimately reflected 
in 10- to 20-fold increases of peripheral GH plasma 
levels (13, 14). 

The present study explores whether the edrophoni- 
um-induced increase of GH plasma levels is signifi- 
cantly blunted in Alzheimer’s disease patients com- 
pared to normal control subjects, reflecting the 
degeneration of central cholinergic neurons associated 
with the control of GH release. Because the central 
cholinergic deficit has also been correlated with the 
extent of clinical deterioration (7), we further hypoth- 
esized that the magnitude of blunting of the GH 
response would proportionately reflect the severity of 
the patients’ dementia. 


METHOD 


Fourteen patients with Alzheimer’s disease and eight 
healthy control subjects were recruited. All subjects 
were over 55 years old. In order to participate in the 
study, all subjects had to give informed consent. In the 
case of demented patients who had been declared 
legally incompetent, informed consent was also ob- 
tained from the court-appointed guardian. There was 
no significant difference (p>.10) in mean+SD age 
between the Alzheimer's patients (71+7 years) and the 
control subjects (63+11 years). The diagnosis of Alz- 
heimer’s disease employed NINCDS-ADRDA Work 
Group criteria (15) and was based on clinical exami- 
nation and ratings on Folstein’s Mini-Mental State test 
(16). Alzheimer’s patients had to have evidence of 
deficits in two or more areas of cognition, score below 
25 on the Mini-Mental State, and show no impairment 
of consciousness. Their history and physical examina- 
tion had to be negative for systemic disorders or other 
brain diseases that could have caused secondary de- 
mentia. Patients with Alzheimer’s disease who had a 
history of alcoholism and/or had clinical or laboratory 
evidence of endocrine or metabolic illness were ex- 
cluded. For inclusion in the patient group, neuro- 
syphilis had to be ruled out serologically, and CAT 
scans of the head had to be negative for space- 
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occupying lesions, vascular accidents, and normal pres- 
sure hydrocephalus. All Alzheimer’s patients scored 
below 18 on the Hamilton Rating Scale for Depression 
(17), which served as a screen for possible pseudode- 
mentia. To rule out patients with multi-infarct demen- 
tia, those with a score greater than 4 on the Hachinski 
Ischemic Scale (18) were excluded. 

Control subjects scored 25 and higher on the Mini- 
Mental State and showed no clinical-functional im- 
pairment. They were either spouses of our Alzheimer’s 
patients or healthy volunteers from the community. 
For the Alzheimer’s and control groups, subjects who 
during the preceding 3 weeks had been on any medi- 
cation known to affect the central cholinergic balance, 
especially tricyclic antidepressants and neuroleptics, 
were automatically excluded from participation in the 
study. Any pharmacologic agent reported to influence 
the hypothalamic-pituitary axis also rendered subjects 
ineligible for participation. 

Tests were always done in the morning (between 8 
a.m. and 1 p.m.) to minimize the impact of diurnal 
variation on GH release. Three baseline blood samples 
were drawn via an indwelling venous catheter at 
15-minute intervals (—30, —15, 0) during the 30 
minutes preceding administration of edrophonium. 
Edrophonium was administered intraveously at a dose 
of 0.13 mg/kg of body weight (i.e., 10 mg for a 75-kg 
individual, equivalent to the customary dose used in 
myasthenia gravis diagnostics). Edrophonium, an ex- 
tremely short-acting reversible inhibitor of acetylcho- 
linesterase, is well established in clinical practice as a 
safe diagnostic tool for the differential diagnosis of 
myasthenia gravis (19). Edrophonium is a quaternary 
ammonium compound that does not cross the blood- 
brain barrier. The median eminence of the hypothala- 
mus is the only anatomic structure that is involved in 
GH regulation and located outside the blood-brain 
barrier. The median eminence thus is the likely site of 
action of edrophonium on GH release (13). In our 
study, a syringe was loaded with the predetermined 
test dose. Then 2 mg i.v. were given, and if the subject 
reported no reaction (autonomic effects) in 30 seconds, 
the remainder of the dose was injected. Subjects occa- 
sionally described salivation, teariness, stomach grum- 
bling and slight nausea, or light-headedness. We saw 
minimal drops in heart rate and blood pressure. All 
subjective and objective symptoms disappeared within 
5-10 minutes after administration of the edrophoni- 
um. No difference between Alzheimer’s patients and 
control subjects was found in frequency or severity of 
these side effects. After the edrophonium was admin- 
istered, serial blood samples were drawn at 10, 20, 30, 
40, 50, 60, and 80 minutes. 

Alzheimer’s patients were classified by severity of 
dementia as measured on the Folstein Mini-Mental 
State and in terms of the Global Deterioration Scale of 
Reisberg et al. (20). For the latter rating, information 
from relatives or caretakers and direct observation of 
the patient during the study were used. 

Blood samples were immediately processed. They 
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were centrifuged, and serum GH levels were deter- 
mined by radioimmunoassay by means of a double 
antibody procedure (21). Our within-assay coefficient 
of variation for this radioimmunoassay has been 4.8% 
over the past year. Our between-assay coefficient of 
variation has been 7.4%. 

Mean peak elevations of GH serum levels (maxi- 
mum response minus baseline level) after edrophoni- 
um challenge in the Alzheimer’s disease patient sample 
were compared with the mean peak GH response in 
the control group by means of a two-tailed t test (22). 
In addition, we calculated the area under the curve of 
GH levels over time to infer comparative values of 
total GH response to edrophonium for patient and 
control groups; we derived the curvilinear function 
best fitted to the time-response curves for the patient 
and control groups, respectively. The algebraic expres- 
sion could then be integrated to yield values for the 
areas under the curves. Linear regression analysis was 
employed to assess the relationship between body 
mass, weight, and ratings on Folstein’s Mini-Mental 
State and Reisberg’s Global Deterioration Scale and 
the GH response after edrophonium challenge. 


RESULTS 


No correlation between age and growth hormone 
response to edrophonium challenge was observed in 
either the control subjects or the Alzheimer’s disease 
patients. Further, no correlation between either body 
mass or weight and GH response was found. The 
mean+SD baseline GH concentrations were 6.0+7.3 
ng/ml for the Alzheimer’s group and 1.9+1.6 ng/ml for 
the control group; the difference between the two 
groups was not significant (t=2.04, df=15). 

The GH response to edrophonium challenge in the 
Alzheimer’s patients was significantly reduced com- 
pared to that of the control subjects (t=2.48, df=20, 
p<.04) (figure 1). The mean+SD peak GH levels after 
stimulation were 2+5.7 ng/ml above baseline in the 
patient group and 14+13.3 ng/ml above baseline in 
the control group. In addition, the approximate total 
GH secretion as reflected in the area under the GH 
curve after edrophonium challenge indicated that the 
total amount of GH released was 7.5 times lower in 
the patients with Alzheimer's disease than in the 
control subjects. 

The magnitude of the GH response was correlated 
with the patients’ cognitive and functional deficit as 
quantified by the Global Deterioration Scale. There 
was a weak but statistically significant correlation 
between Folstein Mini-Mental State scores, which 
reflect formal cognitive competency, and the magni- 
tude of GH response after challenge (12—.22; F=5.52, 
df=1, 20, p<.03). There was further a significant 
correlation between the Global Deterioration Scale 
score and the GH response to edrophonium stimula- 
tion (r?=.24; f=6.47, df=1, 20, p<.02). Due to the 
nature of the scale, which assigns higher numerical 
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FIGURE 1. Distribution of Peak GH Levels (Maximum Response 
Minus Baseline Level) After Edrophonium Challenge in Patients 
With Alzheimer’s Disease and in Healthy Control Subjects 
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“The mean+SD peak GH level for the control subjects (14+ 13.3 ng/ 
ml) was significantly higher than for the Alzheimer’s patients (2+ 
5.7 ng/ml) (t=2.48, df=20, p<.04). 


ratings to greater functional deficits, the correlation 
between the global deterioration score and GH re- 
sponse was inverse. 


DISCUSSION 


Healthy elderly subjects in this study demonstrated a 
GH response to edrophonium challenge similar to that 
previously described in young adults (14); therefore, 
no age-dependent change in the hypothalamic-pitu- 
itary regulation of GH secretion associated with nor- 
mal aging was identified. 

In patients with Alzheimer’s disease, the GH re- 
sponse was blunted. The hypothalamic cholinergic 
neurotransmission level is known to be involved in 
regulating pituitary GH secretion (23). The hypotha- 
lamic nuclei where regulatory peptides originate re- 
ceive projections from areas that have been shown to 
undergo cholinergic depletion in Alzheimer’s disease 
(11). It seems plausible to relate the observed reduction 
in GH response after administration of a cholinester- 
ase inhibitor to cholinergic deficiency in the hypothal- 
amus. Most data supporting the cholinergic hypothesis 
of the pathogenesis of Alzheimer’s disease (24) are 
based on neuropathologic and neurochemical research 
on autopsy material. Some evidence has been accumu- 
lated that physostigmine, a cholinesterase inhibitor 
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which crosses the blood-brain barrier, can temporarily 
alleviate memory deficits in some patients with 
Alzheimer’s disease (25). These data provide in vivo 
support for the functional relevance of cortical cholin- 
ergic depletion as a factor in the illness. Our data add 
in vivo evidence for a hypothalamic deficit in cholin- 
ergic neurotransmission. We found a correlation be- 
tween the peripheral reflection of hypothalamic pa- 
thology and cognitive and functional impairments; 
therefore, the measurable neuroendocrine pathology 
appeared to be related to the patient’s clinical condi- 
tion. 

To validate our preliminary results, the present 
Alzheimer’s disease diagnoses must be confirmed at 
autopsy. Further studies comparing GH responses of 
patients with non-Alzheimer dementias and Alzheim- 
er’s disease patients are needed to evaluate the speci- 
ficity of our findings. Additional work is also needed to 
determine the GH response to edrophonium challenge 
in milder forms of dementia, because mild to moderate 
cognitive decline presents a diagnostic dilemma with 
respect to Alzheimer’s disease. Potentially, edrophoni- 
um challenge may assume clinical relevance as a com- 
ponent of a diagnostic marker profile to differentiate 
Alzheimer’s disease from other types of cognitive im- 
pairment after the issues we have raised are thoroughly 
explored. 

Despite comprehensive investigation, an etiology for 
dementing illness can only be identified in about 50% 
of patients suffering from dementia (26). Such idio- 
pathic dementia is most often attributed to Alzheimer’s 
disease. Recent reviews have noted how most markers 
or diagnostic laboratory tests associated with Alzheim- 
er’s disease have been generally disappointing (3, 27). 
We suggest that the relationship between the edropho- 
nium challenge and Alzheimer’s disease be more ex- 
tensively characterized before any claims of its clinical 
and diagnostic value are made. 
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Three Patients With Concomitant Panic Attacks and 
Seizure Disorder: Possible Clues to the Neurology of Anxiety 


Jeffrey B. Weilburg, M.D., David M. Bear, M.D., and Gary Sachs, M.D. 





The authors present the cases of three patients in 
whom panic attacks and epilepsy appeared together. 
These cases illustrate various possible relationships 
between panic attacks and epilepsy. These 
relationships include 1) panic attacks representing 
the aura of a complex partial seizure, 2) panic 
attacks representing a manifestation of interictal 
behavior change, and 3) panic attacks and seizure 
coexisting independently. The authors conclude that 
exploration of the mechanisms operating in unusual 
cases like these may provide a vehicle for clarifying 
the neurobiological basis of anxiety. 

(Am J Psychiatry 1987; 144:1053—1056) 





he paroxysms of fear and autonomic nervous 

system hyperactivity experienced by some patients 
with partial seizures (1—8) may closely resemble panic 
attacks. In 1962, Harper and Roth (5, 6) described a 
possible overlap between temporal lobe epilepsy and 
the “phobic anxiety-depersonalization syndrome." 
More recently, Brodsky et al. (1) presented a series of 
case reports in which refractory anxiety was consid- 
ered secondary to a masked epileptiform disorder. 
They posited a direct connection between the panic 
attacks and the seizures. Another example of this 
unusual phenomenon was given by Dietch (8), who 
described a patient with cerebral tumor and panic 
attacks and suggested that the panic attacks repre- 
sented seizures. 

The similarity between the symptomatic expression 
of some of the fear/arousal spells induced by seizure 
and idiopathic panic attacks suggests the possibility 
that the presentation of these distinct phenomena may 
involve common neural mechanisms. The nature and 
variety of these mechanisms are incompletely ad- 
dressed by existing studies (1, 5, 6, 8—13). We there- 
fore present the cases of three patients who illustrate a 
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variety of possible relationships between panic attacks 
and seizures. 


CASE REPORTS 


Case 1. Ms. A, a right-handed secretary, had beer well 
until age 27, when she experienced an attack of "runny 
dizziness." At that time she described a sensation o! sinking 
into her chair or moving in space accompanied by fear, 
dysphoria, nausea, facial flushing, palpitations, and difficulty 
concentrating. This episode lasted for about one minute. She 
returned to work, but when similar episodes recarred, she 
went to the emergency room. Routine physical and labora- 
tory examinations revealed no abnormalities, and she re- 
ceived a diagnosis of anxiety disorder with panic attacks. On 
returning home, she slept deeply for 2 hours. 

Similar symptoms recurred 6 months later. Ms. A's inter- 
nist diagnosed a panic-anxiety syndrome. Imiprarime made 
her symptoms worse, low doses of alprazolam produced 
sedation but minimal symptomatic relief, and 5 months of 
psychodynamic therapy with a psychiatrist were not helpful. 

The patient feared that she would have spells while 
driving, at work, or in social situations, so she confined 
herself to home. Her concentration and memory were im- 
paired; irritability and lability in mood appeared. 

Ms. A's symptoms corresponded closely to the DSM-ITI 
syndrome of panic attacks with agoraphobia. During 
neuropsychiatric consultation, however, subtle hypokinesia 
of the right lower face, clumsiness of the right hand, difficulty 
calculating, and attention deficits were noted. Neuropsy- 
chological testing suggested left temporoparietal dysfunc- 
tion. Cranial CAT scan revealed prominence of the temporal 
horns and sulcal dilatation. Overnight EEG monitoring 
revealed a burst of left temporal sharp slowing o! abrormal 
morphology during REM and several bifrontal bursts of 
sharp slowing during arousals. 

On the basis of clinical symptoms and the abnormal EEG, 
a diagnosis of complex partial seizure disorder was consid- 
ered. Phenytoin was started. Ms. A’s symptoms began to 
resolve when the phenytoin reached a therapeutic level. 
Clorazepate, 3.75 mg, was added at bedtime for sleep. 

During 2 years of treatment with phenytoin aad cioraze- 
pate, Ms. A’s panic episodes were extremely infrequent, 
tending to occur a week before menstruation. Agoraphobia 
resolved approximately 6 months after the panic attacks 
were controlled. When Ms. A stopped taking the phenytoin 
because she wanted to become pregnant, the panic attacks 
reappeared. 


Case 2. Ms. B, a 23-year-old right-handed saiesperson, 
first experienced complex partial seizures at age 13, Her 
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seizures began with a vertiginous aura, followed by a sense of 
strangeness in familiar surroundings (jamais vu) and a 
generalized tonic-clonic convulsion. Ms. B’s fraternal twin 
and two maternal cousins who were twins all had epilepsy. 
The EEG revealed a right temporal spike and wave focus. 
Phenytoin produced good relief of these seizures, reducing 
their frequency to fewer than two/year. 

At age 19, while taking phenytoin, she experienced new 
symptoms: an overwhelming sense of fear with tachycardia 
and diaphoresis while riding on a train. She thereafter 
avoided train travel. The panic states recurred on several 
occasions despite this travel restriction, and she soon devel- 
oped a fear of walking in strange neighborhoods. 

At age 22, while still taking phenytoin, she experienced 
several hours of fear and autonomic arousal followed by 
depression and suicidal rumination after losing a job she 
valued. Her dread in anticipation of the panic episodes led 
her to confine herself to her apartment. Personality changes, 
such as “seriousness,” loss of sense of humor, decreased 
sexual interest, irritability, and tendency to philosophical 
introspection became problematic, so she sought psychiatric 
care and received a diagnosis of panic attacks with agora- 
phobia. 

Considering the possibility that Ms. B's panic states were 
related to the preexistent seizure disorder, a neuropsychia- 
trist prescribed sodium valproate. At a serum level of 85 p.g/ 
ml, panic symptoms became infrequent (less than one panic 
attack/6 months), mild, and brief. She noted the return of 
sexual interest and a decrease in irritability. Phenytoin was 
discontinued. The vertiginous aura and secondary general- 
ized convulsion remained under good control (fewer than 
one spell/year). 


Case 3. Ms. C, a 32-year-old right-handed housewife, had 
experienced panic attacks since early childhood. These at- 
tacks could be provoked by darkness, meeting strangers, 
separation from her mother during the first days of school, 
academic examinations, and first dates. Attacks were char- 
acterized by tachycardia, shortness of breath, and a terror 
she likened to the fear of dying. Her daughter and a maternal 
aunt suffered similar symptoms. 

At age 20, Ms. C experienced a single generalized tonic- 
clonic convulsion without associated aura. The neurological 
examination at that time was unremarkable, and the seizure 
was attributed to a head injury sustained during adolescence. 
She remained seizure free without medication for 9 years. 

At age 29, when the panic attacks became disabling, she 
sought psychiatric care. Panic disorder was diagnosed; the 
panic symptoms were ameliorated by phenelzine, 60 mg/day. 
However, soon after therapeutic doses of phenelzine were 
reached, two generalized seizures occurred. EEG revealed a 
left posterior slow wave focus. Phenelzine was stopped, and 
the panic attacks reappeared. The panic symptoms were not 
relieved by anticonvulsants, including sodium valproate and 
carbamazepine. However, when trazodone, 150 mg, and 
alprazolam, 1 mg/day, were added to carbamazepine, the 
panic attacks remitted dramatically. 


DISCUSSION 


Panic disorder and epilepsy typically are distinct 
clinical entities, each having its own particular presen- 
tation, course, and treatment. Most patients with 
epilepsy do not have panic attacks, and most patients 
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with panic attacks do not have epilepsy. There are, 
however, unusual situations in which panic attacks 
and seizures exist concomitantly. Close examination of 
these situations affords the opportunity to consider if, 
and how, panic attacks and seizures may be related. 

In case 1, symptoms of the panic attacks in all 
likelihood represented the aura of a partial seizure. 
Using the 1981 classification of epilepsy (14), we could 
consider the panic attack a complex partial seizure 
with psychic and autonomic symptomatology. 

Several features of this case support the assertion 
that the panic attacks were an aspect of a seizure. First, 
Ms. A had measurable neuropsychological deficits 
(memory, calculation, and attention), prominence of 
the temporal horns on CAT scan, neurologic signs 
(face weakness and hand clumsiness), and cognitive 
complaints. These findings are consistent with tempo- 
ral lobe dysfunction, which may be seen in patients 
with temporal lobe epilepsy (15). They are not typical 
of idiopathic panic disorder. Second, Ms. A did not 
respond to standard treatment for panic attacks. An 
adequate trial of imipramine made the panic attacks 
worse, although imipramine typically decreases the 
frequency and severity of idiopathic panic attacks. In 
Ms. A, the imipramine may have led to symptom 
escalation by lowering the seizure threshold. 
Alprazolam, which is usually extremely effective in 
treating typical panic attacks, produced little benefit 
here. Third, phenytoin produced symptom relief. The 
dramatic relief of panic symptoms by phenytoin is 
most consistent with the assertion that the panic 
attacks were seizures. The time course of the response 
(the panic symptoms fully cleared when the serum 
phenytoin level entered the therapeutic range) lends 
weight to this assertion. Further, when phenytoin was 
stopped because the patient wanted to become preg- 
nant, identical panic spells reappeared. Fourth, 
clorazepate was the most useful benzodiazepine. 
Clorazepate has been reported to have a particular 
efficacy in the management of partial seizures (16). 
This may explain why the clorazepate was more useful 
than alprazolam. Finally, Ms. A had no family history 
of psychiatric disorder and no past history of anxiety, 
depression, phobia, or separation anxiety. A history of 
this type is often found in patients with typical panic 
attacks but would not be expected otherwise. 

Case 2 illustrates other possible mechanisms linking 
seizures and panic attacks. In this patient, the panic 
attacks did not appear as an aura of the original 
seizure but arose years after the onset of seizures, at a 
time when interictal behavioral changes were promi- 
nent. 

An interictal behavior syndrome including loss of 
sexual interest, irritability, humorless sobriety, and 
philosophical preoccupation has been observed in 
many patients with temporal lobe epilepsy (17-19). 
The mechanisms of production of such changes is not 
established. Some investigators have suggested that the 
presence of a discharging epileptic focus stimulating 
temporal limbic structures, especially the amygdala, 
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may facilitate novel sensory-emotional associations 
(20). This phenomenon may be related to the process 
of limbic kindling demonstrated in experimental ani- 
mals (21). 

According to this view, a patient with a temporal 
lobe focus might develop fortuitous limbic pathways 
from sensory association cortices through a hyperac- 
tive amygdala into the hypothalamus. The activation 
of these "hyperconnections" could then lead to the 
experience of fear with autonomic arousal (22, 23). 
During the interictal period, previously neutral stimuli 
would be paired with dysphoric feelings and auto- 
nomic discharges, leading to specific phobias or the 
syndrome of agoraphobia. 

An alternative mechanism to account for the pro- 
gression of Ms. B's symptoms would be the develop- 
ment of a secondary limbic epileptic focus, possibly 
through the mechanism of kindling. Ictal discharges 
from this independent (daughter) focus could then 
elicit a new form of seizure associated with fear and 
autonomic activation. Both of these possibilities in- 
volve alteration of temporal limbic neurophysiology; 
the first mechanism might be described as “interictal” 
and the second, “ictal.” The panic attacks experienced 
by Ms. B could be explained by either mechanism. 
Since phenytoin is a poor inhibitor of limbic kindling, 
it would not be expected to prevent development of 
altered sensory-limbic connections or of a daughter 
focus. By contrast, valproic acid is an inhibitor of 
limbic kindling as well as an anticonvulsant effective in 
the control of partial complex seizures. The beneficial 
effect of valproate in this patient may thus reflect either 
suppression of limbic excitability or control of the 
secondary complex partial seizure. 

Since panic disorder and epilepsy are relatively com- 
mon disorders, one expects to find cases in which they 
appear concomitantly without etiological relationship. 
This is illustrated by case 3. This patient had a history 
and course typical of panic disorder, including early 
childhood separation problems and performance anx- 
iety, positive family history of anxiety disorder, and 
positive response to antidepressants and alprazolam. 
Her generalized seizures were probably acquired as the 
result of a head injury. Various anticonvulsants had no 
effect on the panic symptoms. Antipanic medication 
lowered the seizure threshold, but the resultant gener- 
alized convulsions bore no connection to the panic 
symptoms. Successful treatment required separate 
treatment for each disorder, with attention to the 
adverse rather than the therapeutic effects of the 
medications. 

Work by Gloor et al. (22, 23), Reiman et al. (24), 
and Redmond and Huang (25) indicates that limbic 
structures—in particular, the amygdala—are involved 
in fear experiences generated by direct electrical stim- 
ulation. Studies in humans and animals of the anatomy 
and physiology of fear and anxiety generated by 
nonelectrical means (lactate infusion, carbon dioxide 
hypersensitivity) (24, 25) also implicate temporolimbic 
systems. The material presented here, which suggests 
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that panic symptoms may arise in some atypical cases 
from epileptic-ictal or interictal-neuronal activation of 
temporolimbic structures, is consistent with these stud- 
ies. Continued exploration of cases like these may 
provide a new, useful perspective on the understanding 
of the neurobiology of anxiety. 
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Panic Disorder Precipitated by Exposure to 
Organic Solvents in the Work Place 


Stephen R. Dager, M.D., John P. Holland, M.D., 
Deborah S. Cowley, M.D., and David L. Dunner, M.D. 


The authors describe three cases of idiosyncratic 
response to occupational solvent exposure, with 
symptoms characteristic of panic disorder (DSM-III). 
The specific treatment and prognostic implications of 
this panic-like reaction to solvents are discussed. 
Sodium lactate infusion is proposed as an objective 
test to aid in the diagnosis. 

(Am J Psychiatry 1987; 144:1056—1058) 


N europsychiatric effects of acute and chronic ex- 
posure to solvents have been described for many 
years; they follow a typical dose-response relationship 
(1-4). However, less is known about idiosyncratic 
responses to solvent exposure that are not dose related. 
In this article, we suggest that organic solvent exposure 
can provoke recurrent symptoms that are indistin- 
guishable from panic attacks. Furthermore, such sol- 
vent-provoked panic attacks may subsequently occur 
with increasing frequency and without apparent pre- 
cipitants, thus fulfilling DSM-III criteria for panic 
disorder. Our observations are based on clinical char- 
acteristics and treatment response in three cases of 
DSM-III-diagnosed panic disorder with onset tempo- 
rally related to acute organic solvent exposure. We 
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further propose the use of an objective test, sodium 
lactate infusion (5), as an aid in the differential diag- 
nosis of idiosyncratic reactions to solvent exposure. 
The following case reports pertain to three patients 
evaluated during a 2-year period at the Anxiety Dis- 
orders Clinic at Harborview Medical Center. Before 
being seen in our clinic, these three patients had 
extensive medical workups including biochemistry 
profile, CBC, thyroid screen, erythrocyte sedimenta- 
tion rate, immunoelectrophoresis, EEG, CAT scan, 
pulmonary function test, skin patch test, stool analysis, 
neuropsychiatric testing, and neurological evaluation. 


CASE REPORTS 


Case 1. Mr. A, a 28-year-old married man, was self- 
referred for treatment of panic attacks. Seven years earlier, 1 
month after starting a job as an aircraft mechanic, he had 
experienced the acute onset of confusion, disorientation, 
lightheadedness, tunnel vision, depersonalization, derealiza- 
tion, cold sweats, tachycardia, palpitations, dyspnea, tremor, 
and fear of dying, which lasted approximately one-half hour. 
At that time the patient was working with methyl ethyl 
ketone and toluene. He continued to experience similar 
reactions when in close proximity to these solvents. He also 
began to experience attacks outside the work place; they 
were most commonly associated with driving but also oc- 
curred without apparent precipitant. 

Extensive medical evaluation uncovered no objective patho- 
logical finding except CAT scan evidence of mild ventricu- 
lomegaly. Because of this finding, which was not corrobo- 
rated by clinical evidence of dementia or gait or urinary 
disturbance, the patient had been given a diagnosis of 
presumed normal pressure hydrocephalus, and 4 years ear- 
lier a shunt procedure had been performed. After surgery the 
attacks continued unabated with increasing frequency, up to 
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a maximum of 20 attacks per day that usually lasted 1 to 10 
minutes. Progressive phobic avoidance also occurred, pre- 
sumably due to the panic attacks. 

At age 12 Mr. A had experienced the onset of attacks that 
were similar to the presenting symptoms. At that time the 
attacks occurred one to two times per month over a 2- to 
3-month period and then resolved. The patient’s father was 
reported to have suffered from alcoholism and poorly spec- 
ified anxiety symptoms. 

As part of his evaluation for panic disorder, Mr. A had a 
lactate infusion (6). Normal saline was infused for 15 
minutes as a control and then was changed under single- 
blind conditions to 0.5 M sodium lactate, 10 cc/kg over 20 
minutes, Five minutes after the switch to lactate, the patient 
became acutely symptomatic, with symptoms indistinguish- 
able from a typical attack. He was stabilized on nortripty- 
line, 150 mg/day, and alprazolam, 6 mg/day, and the attacks 
ceased, He continued to work in the same setting for 1 year 
and remained panic free. 


Case 2. Ms. B, a 36-year-old married woman who had 
worked the past 7 years in an electronics assembly plant, was 
referred from the occupational medicine clinic for further 
evaluation. The plant had recently introduced a new process 
for cleaning soldered parts that used a solution containing 
alkylaryl polyether alcohol, organic phosphate ester, and 
iso-octyl phosphate acid. While standing over a container of 
this solution, Ms. B had experienced the acute onset of 
nausea, diarrhea, disorientation, visual disturbances, leg 
cramps, tremor, dyspnea, a lump in the throat, choking, 
chest tightness, weakness, disorientation, and fear of dying. 
The initial reaction lasted for approximately a week, with 
fluctuating recurrence of symptoms. For the next year she 
continued to experience two or three attacks per day that 
lasted approximately 5 minutes. The attacks were usually 
related to olfactory stimulation associated with supermar- 
kets, traffic, and beauty salons but also occurred spontane- 
ously. Ms. B experienced progressive phobic avoidance and 
was unable to work. She had no prior psychiatric problems 
or family history of psychiatric illness. Extensive medical 
evaluation revealed no pathological findings. 

A lactate infusion was performed as previously described. 
After 5 to 10 minutes of receiving lactate, Ms. B experienced 
the onset of chest pain, coldness, difficulty in breathing, 
palpitations, twitching, depersonalization, difficulty speak- 
ing, and confusion. The symptoms were similar to but milder 
than a typical attack. The patient began a regimen of 
desipramine, 250 mg/day, and the attacks ceased within 2 
months. Further follow-up data were not available. 


Case 3. Ms. C, a 34-year-old married woman who had 
previously worked as a licensed practical nurse, was referred 
from the occupational medicine clinic for further evaluation. 
Five months earlier, she had experienced the acute onset of 
disorientation, muscle tension, dry mouth, sweating, light- 
headedness, palpitations, lethargy, fatigue, and panic while 
working in a poorly ventilated room around paint fumes and 
paint thinner that contained toluene. At that time she was 
hospitalized overnight and given oxygen. There were at least 
15 subsequent attacks that were temporally related to olfac- 
tory stimulation associated with gasoline, paint, and cleaning 
solutions. Ms. C also began to experience attacks that were 
not related to solvent exposure, including one during a 
bowling tournament. The frequency of attacks had increased 
to more than one per week, and there were progressive 
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symptoms of generalized anxiety and phobic avoidance. The 
patient quit work after maintaining steady employ nent for 
the preceding 14 years. There was no prior history of 
psychiatric illness or significant medical illness. The patient 
denied a family history of psychiatric illness. Lxtensive 
medical workup revealed no objective pathological findings. 

A lactate infusion was performed as previously described. 
Ms. C remained asymptomatic throughout the infusion. 
Treatment with imipramine, 250 mg/day, resulted in com- 
plete resolution of attacks. Because of the subsequent onset 
of a bigeminal arrhythmia, which was thought to be second- 
ary to the anticholinergic effects of imipramine, the patient 
was switched to trazodone, with continued resolution of 
attacks. The patient has since resumed work and has not 
experienced further attacks for 2 years while continuing 
trazodone treatment. 


DISCUSSION 


To our knowledge, this is the first descripticn in the 
medical literature of panic disorder in which occupa- 
tional solvent exposure is implicated as the cause. The 
three cases described demonstrate several factors in 
common. The patients were previously functioning 
well and were without a prior psychiatric history, with 
the exception of one patient who had had a brief 
period of panic attacks during adolescence. After the 
patients’ initial idiosyncratic reaction to solvents, re- 
current attacks were of abrupt onset, with symptoms 
consistent with panic attacks as defined by DSM-III. 
The frequency of attacks increased to more than three 
per 3-week time interval and occurred at times without 
identifiable precipitants. The symptoms became pro- 
gressively disabling. Extensive physical and laboratory 
workup revealed no objective evidence of toxicity or 
allergic reaction. Co-workers did not develop similar 
attacks. Two of the three patients had typical symp- 
toms provoked by lactate infusion; this is consistent 
with previous findings from our clinic that two-thirds 
of panic patients, but not depressed or normai control 
subjects, significantly react to lactate infusion (7). In all 
three cases, antidepressant treatment without psycho- 
therapy resolved the attacks. 

In a review of the literature on toxic effects of 
solvents, it is important to differentiate idiosyncratic 
responses, such as in the cases described here, from the 
more commonly seen dose-related exposure effects. 
Typically, adverse health effects from acute solvent 
exposure follow a dose-related pattern, starting with 
mild disorientation and lightheadedness and progress- 
ing to headaches and nausea and subsequently to 
decreasing levels of consciousness. Generally, these 
effects are transient, but severe high-dose exposures 
may result in irreversible end-organ damage that af- 
fects the peripheral nervous system, the liver, or the 
kidneys. Such end-organ damage can be documented 
with objective tests (1). In addition to these acute 
effects, occupational exposure to low levels cf jet fuel 
has been reported to produce both panic-like symp- 
toms and possible organic personality changes over a 
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4- to 32-year period (8). Several studies have suggested 
that long-term occupational exposure to solvents pro- 
duces a characteristic pattern of neuropsychological 
testing abnormalities; these abnormalities, referred to 
as “solvent encephalopathy,” “psycho-organic syn- 
drome,” or “‘painter’s syndrome,” are usually charac- 
terized by problems with memory and cognitive func- 
tioning and emotional lability (1-4). This reaction to 
chronic exposure also appears to demonstrate a dose- 
response relationship. 

These three cases represent a type of solvent reaction 
that, on the basis of physical and laboratory findings, 
did not appear to be dose related. Persistent neuropsy- 
chiatric sequelae of acute or intermediate low-level 
solvent exposure have not been well-documented with 
objective diagnostic tests. Such responses are less un- 
derstood and infrequently described in the literature. 
Of interest, a similar series of patients with cocaine- 
induced panic disorder has been described (9). In that 
report, the subsequent onset of spontaneous panic 
attacks followed an initial idiosyncratic reaction to 
cocaine ingestion. The authors postulated a sensitiza- 
tion or kindling mechanism (10) that may also be 
applicable to the cases we have described. 

We suggest that a recurring idiosyncratic reaction 
precipitated by organic solvent exposure can occur due 
to an underlying mechanism or vulnerability indistin- 
guishable from that which causes panic attacks. This 
hypothesis has specific treatment and prognostic im- 
plications (11-13) and suggests that lactate infusion 
can be a useful tool for the diagnosis of such reactions 
to solvents. 
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Treatment of Severe Obsessive-Compulsive Disorder 
With Fluvoxamine 


Lawrence H. Price, M.D., Wayne K. Goodman, M.D., Dennis S. Charney, M.D., 
Steven A. Rasmussen, M.D., and George R. Heninger, M.D. 


Ten obsessive-compulsive patients received 
single-blind treatment with fluvoxamine, a selective 
serotonin reuptake inhibitor, for several weeks 
following at least 2 weeks of placebo. The group 
showed significant improvement, as measured by 
several clinical scales and self-ratings; six patients 
were judged responders. Fluvoxamine appears 
effective in treating severe obsessive-compulsive 
disorder. 

(Am J Psychiatry 1987; 144:1059—1061) 


ecent findings suggest that obsessive-compulsive 

disorder is more common than previously be- 
lieved, with a lifetime prevalence of 296—396 of the 
population, higher than that for schizophrenia (1). The 
course of the disorder is variable but may include 
severe disability (2). Pharmacologic treatment strate- 
gies have been dominated by the hypothesis that 
dysregulation of serotonin (5-HT) neurotransmission 
is centrally involved in pathogenesis (3). Thus, the 
tricyclic clomipramine, which potently inhibits reup- 
take of 5-HT (4), has reportedly been effective. How- 
ever, clomipramine’s metabolite desmethylclomipra- 
mine also has significant effects on norepinephrine 
function (5). 

It would be important to determine whether drugs 
with more selective effects on 5-HT function are also 
antiobsesstonal. Two recent studies have reported ef- 
ficacy for the bicyclic fluoxetine, a selective 5-HT 
reuptake blocker (6, 7). However, zimelidine, a rela- 
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tively selective bicyclic 5-HT reuptake inhibitor, has 
yielded mixed results in treating obsessive-compulsive 
disorder (5, 8). To our knowledge, the present inves- 
tigation is the first to demonstrate the antiobsessional 
effects of fluvoxamine, a unicyclic antidepressant that 
selectively and potently inhibits reuptake of 5-HT (9, 
10). Since fluoxetine and fluvoxamine are dissimilar in 
terms of chemical structure, their common efficacy in 
obsessive-compulsive disorder is of considerable inter- 
est in evaluating the role of 5-HT dysfunction in this 
condition. 


METHOD 


Nine inpatients and one outpatient (table 1) gave 
voluntary informed consent for this study. They all 
met DSM-III criteria for obsessive-compulsive disor- 
der, as determined by consensus agreement of at least 
two research psychiatrists. In addition, their present 
symptoms caused severe impairment in global func- 
tion. All had previously been hospitalized and had 
been refractory to conventional pharmacologic and/or 
psychotherapeutic treatment. Nine patients had been 
treated with tricyclic antidepressants, eight with 
neuroleptics, eight with high-potency benzodiazepines 
(alprazolam or lorazepam), four with lithium, three 
with monoamine oxidase inhibitors, and two each 
with trazodone, carbamazepine, and electroconvulsive 
therapy. Three had undergone prolonged courses of 
intensive behavior therapy. None had been treated 
with clomipramine. Patients with major medical or 
neurological disorders were excluded, as were those 
whose obsessive-compulsive symptoms were second- 
ary to another psychiatric disorder. All but two pa- 
tients (patients 1 and 10) met DSM-III symptom 
criteria for major depression, which was judged sec- 
ondary to their obsessive-compulsive disorder on the 
basis of time course. Two patients initially admitted to 
the study were excluded before active drug treatment; 
one was given a rediagnosis of chronic paranoid 
schizophrenia and the other of agoraphobia with panic 
attacks. 

Following admission, all psychotropic drugs were 
discontinued. Patients received placebo for at least 2 
weeks (mean+SD=3.4+0.8 weeks), followed by ac- 
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TABLE 1. Ratings of 10 Obsessive-Compulsive Patients Before and After Treatment With Fluvoxamine 





Obsessive-Compulsive Measures 





Maudsley Hamilton Scales cul 
f ; A a 
‘Ape Y-BOCS* Inventory Depression? Anxiety? s Tiam 
Patient Sex (years) Before After Before After Before After Before After Improvement? Scale 
1 F 20 21 10 20 — 17 8 16 12 — 5 
2 F 37 33 17 24 — 39 28 25 17 — 5 
3 M 42 — — — 8 47 43 23 23 — 3 
4 F 42 32 11 20 19 44 9 21 7 8 5 
S F 29 27 14 25 27 25 18 22 9 7 5 
6 F 39 27 18 23 18 28 16 21 11 8 5 
7 M 23 28 13 18 7 30 12 21 6 9 S 
8 F 58 40 25 25 18 50 29 31 16 5 4 
9 M 29 24 23 19 15 30 29 20 15 9 4 
10 M 29 22 23 8 13 8 9 7 11 . 6 3 
Mean 34.8 28.2 17.18 20.2 15.6 31.8 20.15 20.7 12.7 7.4 4.4 
SD 11.2 6.0 5.6 5.3 6.5 13.4 11.7 6.2 5.1 1.5 0.8 


30-—no symptoms; 40- maximal symptoms. 
0=no symptoms; 30=maximal symptoms. 
924 items, excluding obsessive-compulsive item. 
14 items. 
*0=could not be worse; 5-unchanged; 10=could not be better. 
0=very much worse; 3=no change; 6—very much improved. 
824.66, df=8, p<.002 (paired t test). 
hte 3.45, df=9, p<.01 (paired t test). 
1t2:3.81, df=9, p<.005 (paired t test). 


tive fluvoxamine for at least 4 weeks (5.9+2.0 weeks). 
The duration of placebo and active drug treatment 
periods was contingent on scheduling for neuroendo- 
crine challenge testing; variability was unrelated to 
clinical factors. Fluvoxamine was started at 50-100 
mg/day and was increased in 50-mg increments as 
tolerated every 1-2 days to at least 100 mg/day 
(169+55 mg/day) by the end of the first week. Fluvox- 
amine was further titrated according to clinical state 
and side effects to a maximum of 300 mg/day (274+30 
mg/day) in three divided doses by the end of the trial. 
With the exception of low-dose benzodiazepines for 
sleep (and, in two patients, for severe agitation), no 
other drugs were administered. Behavior therapy was 
not given. 

Patients were assessed once or twice weekly by 
experienced raters. Obsessive-compulsive symptoms 
were rated using the Yale-Brown Obsessive Compul- 
sive Scale (Y-BOCS) (available on request) and the 
Maudsley Obsessional-Compulsive Inventory (11). 
The Y-BOCS measures treatment-responsive changes 
in the severity of obsessive-compulsive symptoms; the 
Maudsley measure is primarily a symptom inventory. 
Depressive and anxiety symptoms were rated on a 
modified Hamilton Rating Scale for Depression and on 
the Hamilton Rating Scale for Anxiety. Global treat- 
ment response was assessed using the Clinical Global 
Impression (CGI) scale, with responders defined as 
patients rated much or very much improved. Patients 
also completed a self-report measure of global im- 
provement. Interrater reliability of total scores was 
formally assessed for the Y-BOCS and the Hamilton 
depression scale, with intraclass correlations of .99 
(p<.001) and .98 (p<.001), respectively. Patients, 
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clinical staff, and raters were all blind to the sequence 
of placebo and active medication during this single- 
blind trial. All tests of statistical significance were 
two-tailed, with the significance level set at p<.05 
unless otherwise indicated. 


RESULTS 


Table 1 presents mean ratings for each of the 
patients during the last week they were given placebo 
and the last week of their fluvoxamine trial. For the 
entire sample, fluvoxamine caused highly significant 
decreases in scores on the Y-BOCS (meant+$D=11.1+ 
7.1; t=4.7, df=8, p«.002), the Hamilton depression 
scale (meant+tS$D=11.7+10.7; t=3.5, df=9, p<.01), 
and the Hamilton anxiety scale (meant+SD=8.0+6.6; 
t=3.8, df=9, p<.005). Scores on the Maudsley inven- 
tory decreased, but not significantly (mean+SD=3.0+ 
5.4; t=1.5, df=6, n.s.). As a group, patients rated 
themselves as moderately improved, although there 
was considerable variability between individuals. 

On the basis of the CGI criterion, six patients were 
judged to be responders and four nonresponders; 
however, only two of the nonresponders were judged 
to have derived no benefit at all from treatment. No 
significant differences between responders and nonre- 
sponders in final fluvoxamine dose or in baseline 
ratings of severity on the Y-BOCS, Maudsley, or 
Hamilton scales were revealed by t tests. Nonrespond- 
ers tended to have received fluvoxamine treatment for 
a longer time (50.8 vs. 35.2 days; t=2.0, df=8, 
p=.08). 

Baseline ratings of depressive symptoms on the 
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Hamilton depression scale and anxiety symptoms on 
the Hamilton anxiety scale were highly correlated with 
baseline ratings of obsessive-compulsive symptoms on 
the Y-BOCS (r=.91, p<.001, and r=.85, p<.005, 
respectively). Only a modest correlation was shown 
between baseline ratings on the Maudsley measure and 
the Y-BOCS (r=.58, p=.10). The magnitude of im- 
provement on the Y-BOCS was significantly correlated 
with final CGI ratings (r=.73, p<.05), as well as with 
change in Hamilton depression (r=.86, p<.005) and 
anxiety (r=.81, p<.01) scores, but not with patient- 
rated improvement or change on the Maudsley inven- 
tory. Baseline Y-BOCS scores were also correlated 
with magnitude of improvement on the Y-BOCS 
(r=.80, p<.01), the Hamilton depression scale (r=.74, 
p<.05), and the Hamilton anxiety scale (r=.77, 
p<.05) but not with change on the Maudsley inven- 
tory or with final CGI or patient ratings of improve- 
ment. 

Fluvoxamine caused no major adverse reactions. 
Several patients developed nausea or orthostatic hypo- 
tension, both of which improved with dose reduction. 


DISCUSSION 


This trial documents the efficacy of fluvoxamine in 
the treatment of severely ill obsessive-compulsive pa- 
tients. Significant improvement was demonstrated on 
ratings of obsessive-compulsive, depressive, and anxi- 
ety-related symptoms. As a group, patients also re- 
ported clinically significant subjective improvement. 
On the basis of conservative clinician ratings, six of the 
10 patients were judged to be responders. 

The present study does not distinguish between the 
antiobsessional and the antidepressant properties of 
fluvoxamine. Not surprisingly, clinical improvement 
was not confined to obsessive-compulsive symptoms, 
and the magnitude of improvement in such symptoms 
was highly correlated with the degree of improvement 
in depressive and anxiety symptoms. Moreover, the 
doses of fluvoxamine given and the time course of the 
antiobsessional response (2 to 4 weeks) seemed similar 
to the analogous parameters of fluvoxamine use in the 
treatment of primary depression (12, 13). However, 
nearly all of these patients had previously been refrac- 
tory to adequate antidepressant trials. Patient 2, who 
had not responded to imipramine, phenelzine, trazo- 
done, thioridazine, or trifluoperazine during her 19 
prior hospitalizations, stated, “This is the best I’ve felt 
since it [the obsessive-compulsive disorder] started.” 
Further clarification of the relationship between de- 
pressive and obsessive-compulsive symptoms was pro- 
vided by patient 6, who maintained, “I wasn’t obsess- 


Am J Psychiatry 144:8, August 1987 





PRICE, GOODMAN, CHARNEY, ET AL 


ing because I was depressed. ... I was demoralized 
because of the obsessions and compulsions.” The 
degree of despair experienced by these patients was 
underscored by the fact that two of the nonresponders 
(patients 3 and 8) made suicide attempts after comple- 
tion of the fluvoxamine trial. Interestingly, the corre- 
lation of baseline Y-BOCS scores with magnitude of 
change on the Y-BOCS and Hamilton depression and 
anxiety scales suggests that more severely ill patients 
might have experienced greater symptom improve- 
ment. At the very least, these correlations indicate that 
greater rated severity of obsessive-compulsive symp- 
toms at baseline did not preclude significant improve- 
ment. 

These findings are consistent with other preliminary 
studies documenting the efficacy of selective serotoner- 
gic drugs in treating obsessive-compulsive disorder (6, 
7). Placebo-controlled studies are now in progress to 
confirm fluvoxamine’s efficacy and to clarify whether a 
selective antiobsessional property is involved. 
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Meperidine-Induced Delirium 


Stuart J. Eisendrath, M.D., Beth Goldman, M.D., John Douglas, M.D., 
Linda Dimatteo, R.N., and Craig Van Dyke, M.D. 


Despite the widespread use of meperidine as an 
analgesic, its potential for producing delirium has 
been overlooked. Six cases demonstrating 
meperidine-induced behavioral toxicity are reported. 
Toxicity was more likely when meperidine was 
combined with cimetidine or drugs having 
anticholinergic activity. Discontinuation of 
meperidine and substitution of morphine for 
analgesia were usually successful in treating the 
delirium. Physostigmine reversed the delirium in one 
patient. The authors suggest that the delirium results 
from the excessive anticholinergic activity of 
meperidine or its only active metabolite, 
normeperidine. 

(Am J Psychiatry 1987; 144:1062—1065) 


Ithough developed originally as an anticholinergic 

agent, meperidine is used today primarily as an 
analgesic. It is one of the most widely used narcotic 
analgesics in the United States, prescribed by approx- 
imately 60% of physicians for acute pain and by 22% 
for chronic pain (1). The Boston Collaborative Drug 
Surveillance Program Study (2) noted that 3.1% of 
patients developed adverse effects following intramus- 
cular administration of meperidine; CNS effects were 
the most common. Several clinical reports on human 
subjects have described nervousness, sadness, tremors, 
myoclonus, and seizures (2-6). We found only one 
report within the past 25 years that specifically noted 
delirium associated with the use of meperidine (2). We 
now report six cases in which delirium developed with 
the use of meperidine. 


METHOD 


We reviewed the case records of 26 patients on a 
general surgical service during 1983-1985 who had 
been noted to have neuropsychiatric disturbances in 
association with meperidine treatment. Case identifi- 
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cation of this retrospective series was accomplished by 
the nursing, surgical, or psychiatric staff who had been 
involved in the care of the patient. This series undoubt- 
edly did not include all patients who suffered meperi- 
dine-related neuropsychiatric disturbances. For exam- 
ple, our series would not have included patients whose 
delirium had gone undetected by their primary care 
givers. 

The patient’s age, sex, vital signs, medical diagnosis, 
and surgical procedure were noted in each case. Sub- 
sequently, the patient’s chart was reviewed by two 
psychiatrists (S.J.E. and B.G.) to identify the specific 
period and type of change in mental status and its 
temporal relationship to treatment with meperidine. In 
each instance, medical conditions that could have 
contributed to the neuropsychiatric symptoms were 
noted. If any medical etiology was a major factor, the 
case was excluded from the series. On this basis, 20 
cases were excluded. For example, one woman who 
developed a delirium while taking meperidine was 
excluded because she also had marked hyponatremia. 


RESULTS 


Six cases of meperidine-induced central nervous 
system toxicity were identified (see table 1). All six 
patients experienced delirium according to DSM-III 
criteria. Two also suffered seizures. The delirium was 
marked by fluctuations in levels of awareness, confu- 
sion, disorientation, illusions, visual or auditory hallu- 
cinations, and in most cases persecutory delusions. In 
all but one case (case 1), the meperidine dose was less 
than the maximum dose (1200 mg/day) recommended 
in the 1985 Physicians’ Desk Reference. Three days of 
administration were usually required before the symp- 
toms were first evident. Once meperidine was discon- 
tinued, all patients were free of symptoms within 72 
hours. 


CASE REPORTS 


Case 1. Mr. A, a 43-year-old man with Crohn’s disease, 
was admitted for evaluation and treatment of multiple 
fistulae. He was treated with meperidine, 400—500 mg/day 
i.m., and hydroxyzine, 100 mg/day i.m., for pain relief. He 
also received 1200 mg/day of cimetidine. While on this 
regimen for several months, he suffered no untoward reac- 


Am J Psychiatry 144:8, August 1987 


TABLE 1. Meperidine Toxicity in Six Surgical Patients 
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Meperidine Neuro- Interval Before Duration of Time Before Recovery 
Pa- Age  Diagnosis/Surgical Dose Other psychiatric Symptom Symptoms After Discontinuing 
tient Sex (years) Procedure? (mg/day) Medications Effects Onset (hours) (hours) Meperidine (hours) 
1 M 43 Crohn's disease/fistula 1400 Hydroxyzine, Delirium, petit 120* 48 48 
takedown cimetidine mal seizures 
2. F 66 Pancreatic 700 . Doxepin, Delirium 72 72 36 
carcinoma/resection lithium 
3 M 22 Pancreatic 475 Cimetidine, Delirium, 72* 72 48 
pseudocyst/drainage hydroxyzine possibly 20 
hypotension 
grand mal 
seizures 
4 F 77 Cholecystitis/ 225 None Delirium 72 144 48 
cholecystectomy 
S F 6101 Small bowel 300 . Hydroxyzine Delirium 96* 96 72 
obstruction/adhesion 
removal 
6 F 4S Smal bowel 1050 . Hydroxyzine, Delirium 48* 48 24* 
obstruction/intestinal cimetidine 


resection 





Renal function was normal in all patients. 
Route was intramuscular in all patients. 
“Took a lower dose for 1 or more weeks before the dose indicated. 
Meperidine may or may not have caused the seizures. 
*Physostigmine was used. 


tions. He then underwent an exploratory laparotomy for a 
partial small bowel reconstruction, lysis of adhesions, and 
repair of multiple small bowel enterocutaneous fistulae. He 
developed increased pain postoperatively and received up to 
1450 mg/day i.m. of meperidine and 200 mg/day of 
hydroxyzine. After 5 days at this dosage, Mr. A developed 
visual hallucinations and had several episodes of apparent 
petit mal seizures. He complained that the meperidine made 
him "crazy." Two days after discontinuing the meperidine, 
while his cimetidine and occasional doses of hydroxyzine 
were continued, his sensorium cleared completely and his 
seizures stopped. 


Case 2. Ms. B, a 66-year-old woman, underwent abdom- 
inal surgery for a pancreatic carcinoma. She had a history of 
recurrent manic-depressive illness and was taking low doses 
of lithium carbonate (300 mg/day) and doxepin (100 mg/ 
day) at the time of surgery. She was lucid postoperatively and 
received 600—800 mg/day i.m. of meperidine to control pain. 
On the third postoperative day, she became progressively 
more confused and disoriented. She complained to family 
members that some of the staff were trying to kill her, while 
others were spreading lies about her. Psychiatric consultation 
was requested. The consultant (S.J.E.) recommended discon- 
tinuing meperidine and switching to morphine, as well as 
withholding the lithium and doxepin. He also encouraged 
family members to stay with her as much as possible until her 
delirium cleared. Within 24 hours, she was much calmer and 
able to respond appropriately to the staff. By 36 hours she 
was completely intact cognitively and recalled her experience 
as an "unreal nightmare." Lithium and doxepin were re- 
started without complications. 


Case 5. Ms. C, a 61-year-old woman, entered the hospital 
with a small bowel obstruction. She underwent a surgical 
exploration that revealed adhesions from previous opera- 
tions. Four days postoperatively, after receiving 300 mg/day 
im. of meperidine accompanied by 10 mg/day i.m. of 
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hydroxyzine, she became disoriented and confused and 
suffered frightening visual hallucinations of spiders climbing 
the walls of her room. After a psychiatric consultation, the 
meperidine and hydroxyzine were discontinued and mor- 
phine was started. Her hallucinations had stopped by the 
next day, although she remained mildly confused for 2 more 
days; then her sensorium cleared completely. 


Case 6. Ms. D, a 45-year-old woman, entered the hospital 
with evidence of a small bowel obstruction. She received 
intravenous fluids, nasogastric suction, and meperidine, 
250-350 mg/day i.m., and hydroxyzine, 25-50 mg/day i.m., 
for pain. She also received 1500 mg/day i.v. of cimetidine. 
On her ninth hospital day, she underwent an intestinal 
resection of a stricture. Postoperatively, she received meper- 
idine, up to 1050 mg/day, and hydroxyzine, up to 200 mg/ 
day, while her cimetidine was continued at the same dose. 
On her 11th hospital day she became confused and disori- 
ented, complaining to the staff that people were talking 
about her and "playing tricks" at her bedside. On the 12th 
day, a psychiatric consultation was requested after she bit 
through a thermometer. The consultant (S.J.E.) found her 
confused and agitated. Her skin was warm but not flushed, 
her temperature was 37.5°C, her heart rate was 100 beats per 
minute, and her pupils were mildly dilated. She scored 20 of 
a possible 30 on the Cognitive Capacity Screening Examina- 
tion (7), which is the criterion level for abnormal cognition 
on this test. Because of the urgent need for behavioral control 
and our belief that meperidine-induced delirium is probably 
the result of increased anticholinergic activity, we adminis- 
tered 1 mg i.m. of physostigmine. Fifteen minutes later Ms. D 
was calm and stated that she felt *more like myself." On a 
second version of the cognitive test, she scored 29. Two 
hours later she again became agitated and was given another 
1-mg dose of physostigmine. Her sensorium again improved. 
Meperidine, hydroxyzine, and cimetidine were discontinued, 
and morphine was used for analgesia. There were no further 
neuropsychiatric complications, and the next day her score 
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on the cognitive test was 30. Her past history revealed that 
she had suffered a similar episode 4 years earlier, when she 
had received meperidine, promethazine, and dexbromphenir- 
amine but no cimetidine. Her sensorium had been cleared at 
that time by discontinuing her medications and switching her 
analgesic to morphine. 


DISCUSSION 


Several reports have underscored the potential of 
meperidine to produce CNS toxicity. The Boston col- 
laborative drug study (2) noted that CNS toxicity was 
the most common adverse effect following intramus- 
cular administration of meperidine. The most common 
CNS symptoms were disorientation, bizarre feelings, 
hallucinations, and psychosis. Other studies (4, 5) have 
noted nervousness, hypereflexia, tremors, multifocal 
myoclonus, and seizures. Kaiko et al. (6) studied two 
groups of patients treated with meperidine. In the first 
group of 67 patients, 48 had evidence of CNS excita- 
tion, including nervousness, tremors, twitches, multi- 
focal myoclonus, and seizures. In the second group of 
47 patients, in whom mood alterations were assessed, 
Kaiko and associates noted apprehension, sadness, and 
restlessness but did not describe confusion, hallucina- 
tions, or delusions. Nervousness, tremors, myoclonus, 
and seizures correlated more highly with normeperi- 
dine plasma levels than with meperidine plasma levels. 

The 2-3 days that were required for our patients to 
develop their CNS symptoms and have them clear also 
suggested that normeperidine played a major role in 
producing delirium. Since meperidine has a half-life in 
plasma of approximately 3.5 hours (8), toxicity from 
the parent compound should develop within the first 
day of treatment and should clear just as rapidly. In 
contrast, meperidine's only known active metabolite, 
normeperidine, has a half-life of 15—30 hours (5, 8); 
several days of treatment would be required for toxic 
levels to accumulate, and it would take several days for 
these levels to clear after the medication was discon- 
tinued. 

Although used today as an analgesic, meperidine 
was originally synthesized in 1939 as a spasmolytic 
substitute for atropine (9). It has both structural and 
pharmacologic similarities to atropine, including anti- 
cholinergic cardiac effects (3). It has a lesser effect on 
the sphincter of Oddi than do other narcotic analge- 
sics, making it useful in patients suffering from biliary 
colic (4). Early investigations reported atropinic effects 
such as flushing, dry mouth, and mydriasis, as well as 
CNS symptoms consistent with delirium (3, 8). 

Despite early recognition of meperidine's anticholin- 
ergic activity, this has not been considered a possible 
basis for its CNS toxicity. For example, Blitt and Petty 
(10) described two cases in which patients were treated 
with atropine, meperidine, and lorazepam. When de- 
lirium ensued, the authors successfully treated their 
patients with physostigmine. They interpreted their 
results as indicating that physostigmine had reversed 
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the effects of lorazepam, not those of atropine and 
meperidine. This report failed to mention excessive 
anticholinergic activity as a potential cause of 
neuropsychiatric toxicity. 

Although meperidine has anticholinergic activity, 
we were unable to determine whether normeperidine 
has a similar action. The delirium in case 6, which 
followed a time course consistent with normeperidine 
accumulation, was reversed by physostigmine. This 
strongly suggests normeperidine-related anticholin- 
ergic activity as the etiological factor. It is also possible 
that another metabolite with anticholinergic activity 
could have produced the toxicity we observed. 
Normeperidine might also produce CNS toxicity by an 
opioid-related mechanism, but its seizure-inducing ef- 
fects are not reversed by naloxone. In fact, its seizures 
are made worse by naloxone (11, 12). Hypothetically, 
normeperidine could also produce toxicity by a 
naloxone-resistant opioid effect (13). 

We used physostigmine in only one case, where it 
was necessary to quickly control the patient's severe 
agitation. Simply discontinuing meperidine was suc- 
cessful in the other five cases; substituting morphine 
produced effective analgesia without CNS toxicity. 
This is consistent with reports that morphine does not 
produce the seizures or EEG changes that occur with 
meperidine (2, 4). 

Another finding consistent with an anticholinergic 
basis for the delirium is that other medications given to 
the patients in our series have anticholinergic activity 
and could have potentiated the toxicity of meperidine 
or normeperidine. Hydroxyzine and doxepin have 
well-recognized anticholinergic activity (14, 15). Al- 
though lithium is infrequently considered an anticho- 
linergic agent, its toxic effects have been attributed to 
central anticholinergic activity (16). Cimetidine may 
also have anticholinergic activity, which is consistent 
with a report by Mogelnicki et al. (17), who described 
the successful treatment of a cimetidine-induced delir- 
ium with physostigmine. 

Mechanisms other than anticholinergic toxicity may 
account for the delirium in some of our patients. For 
example, cimetidine accompanied meperidine in pa- 
tients 1, 3, and 6, and thus it is possible that cimetidine 
alone was responsible for the delirium in these patients 
(18, 19). In case 1, however, Mr. A's sensorium cleared 
once meperidine was discontinued, despite the contin- 
uation of cimetidine and hydroxyzine. The youth and 
excellent renal function of patient 3 diminish the 
likelihood that his delirium was cimetidine induced, 
since this form of toxicity is observed most commonly 
in the elderly or in individuals with renal impairment 
(18, 19). In case 6, Ms. D had suffered a similar 
episode in the past without taking cimetidine, suggest- 
ing that the current episode might well have occurred 
if cimetidine had not been administered. 

Cimetidine could have played another role in these 
three cases, since it interferes with the cytochrome P450 
and P44g systems’ ability to metabolize drugs, includ- 
ing meperidine (20—22). Thus, it is possible that cimet- 
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idine interfered with meperidine’s degradation and 
produced elevated levels of meperidine and normeper- 
idine. Future studies should investigate cimetidine’s 
effect on the metabolism of meperidine. 

In summary, delirium must be considered as a 
possible adverse effect in patients treated with 
meperidine. This is particularly true for patients receiv- 
ing other agents with anticholinergic activity, espe- 
cially cimetidine. In suspected cases of meperidine- 
induced delirium, other analgesics such as morphine 
should be substituted. 
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Onset of Gilles de la Tourette’s Syndrome 
Before 1 Year of Age 


Larry Burd, M.S., and Jacob Kerbeshian, M.D. 


The authors report on three patients in North 
Dakota with an apparent onset of Gilles de la 
Tourette’s syndrome before 1 year of age. Infantile 
onset may occur in 4.1% of the child patients with 
Tourette’s disorder in that state. It is suggested that 
the diagnostic criteria for Tourette’s disorder be 
revised to include patients who develop the illness 
before they are 1 year old. 

(Am J Psychiatry 1987; 144:1066—1067) 


Ge de la Tourette’s syndrome is a condition 
characterized by multiple motor and vocal tics 
with a waxing and waning course (1, DSM-III). The 
current diagnostic criteria for Tourette’s disorder re- 
quire that the condition be present for more than 1 
year, that the tics have a waxing and waning course 
with temporary suppressibility, and that onset occur 
between 2 and 15 years of age. In the past few years 
there have been several reports of Tourette’s disorder 
patients with a late onset of motor and vocal tics (2, 3). 
Some of these patients met the criteria for Tourette’s 
disorder except for age at onset (4). An early onset of 
the tics of Tourette’s disorder is more difficult to 
document. Rhythmic motor activities (stereotypies) 
have been reported to be common in children under 
age 5 (5, 6), and abnormal head movements in young 
children are also reported to be common (7). Children 
with onset of Tourette’s disorder before age 2 are 
rarely reported in the literature. Comings and Comings 
(8) reported that only two of 250 consecutive patients 
had an onset between 1 and 2 years of age. We recently 
encountered three patients with an onset of the disor- 
der in early infancy. These cases of infantile onset are 
being reported for the benefit of clinicians working 
with Tourette’s disorder patients. 
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METHOD 


We have reported elsewhere (9, 10) an ongoing 
study of Tourette's disorder in North Dakota. The 
following is a brief summary of the method for that 
study. We contacted each pediatrician, psychiatrist, 
neurologist, and family practice physician in the state, 
the North Dakota Tourette Syndrome Association, 
and the state's comprehensive developmental disabili- 
ties evaluation center, asking them to supply us with 
the birth dates, initials, and sex of patients who met 
DSM-III criteria for Tourette's disorder. Those who 
did not respond were then contacted by telephone. The 
final response rate was in excess of 95%. This proce- 
dure led us to six cases of the disorder that we had not 
already seen in our population of 89 cases. 

For the present study we adhered strictly to the 
DSM-III criteria for Tourette’s disorder except for age 
at onset after 2 years. All patients whom we had 
diagnosed earlier as having the disorder but who did 
not meet these strict criteria (six children and 10 
adults) were excluded from this study. This initial 
procedure identified two siblings who met these crite- 
ria. A search through the charts of 73 other patients 
revealed a third patient with a possible onset of 
Tourette's disorder before 2 years of age. We report 
the representative case histories of the two siblings. 


CASE REPORTS 


Case 1. Alice was born at term following an uncompli- 
cated pregnancy, labor, and delivery. She went home from 
the hospital at 3 days of age and had an uneventful neonatal 
course. When she was approximately 4 months old, her 
mother noted that she was exhibiting a number of unusual 
movements and recorded these in her baby book. Initially, 
she began squinting, which lasted for a month or so, and 
then an accompanying shoulder shrugging began. In the 
following month grimacing, head turning, and spasmodic 
grunting were observed; the mother described all these 
movements in the baby book. The movements persisted, with 
one disappearing only to be replaced by another. Lip smack- 
ing appeared and was replaced by an "eh-eh" sound. The 
movements were abrupt and intrusive. The mother noted 
that they “just appeared suddenly" and were not in the 
service of play or what she felt was normal activity for an 
infant. By approximately 14 months Alice was demonstrat- 
ing both echolalia and echopraxia. This "parroting" was 
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initially thought to be just play in the course of normal 
development, but it persisted and became a considerable 
problem. The echopraxia continued until the child’s fifth 
birthday. Multiple motor and vocal tics persisted. 

The mother consulted several physicians and was repeat- 
edly reassured that she was worrying excessively about these 
“habits.” At 14 years of age, when she was in the eighth 
grade, Alice underwent a psychological evaluation. Upon 
noting her tics, the psychologist referred her to a child 
psychiatrist, who made a diagnosis of Tourette’s disorder. As 
her tics were interfering substantially with her academic 
progress, pharmacotherapy was recommended. She was ini- 
tially treated with clonidine, 0.05 mg/day, targeting primar- 
ily her compulsive symptoms and cognitive difficulties. Clon- 
idine was discontinued because of its unacceptable side 
effects. A subsequent trial of haloperidol led to a reduction in 
tics but did not enhance her academic performance. Halo- 
peridol was also discontinued, as Alice was not subjectively 
bothered by her tics. 


Case 2. Bob, Alice’s brother, was also born after an 
uncomplicated pregnancy, labor, and delivery, and he also 
had tics starting before 1 year of age. His mother was quite 
concerned that he and his sister had inherited a serious 
disease and would take both children to their physician, 
pointing out these movements. The movements were either 
ignored by physicians, or the children would not exhibit 
them during their office visits. Bob began having tics at 
approximately 4 months of age, with head turning to the 
right, then shoulder jerking and grimacing. Later, he began 
to squint and make grunting sounds; the grimacing contin- 
ued. The mother indicated that these movements were dis- 
tinctly different from those she had seen in other infants and 
were quite similar to the movements exhibited by his sister. 

Through the years, multiple motor and vocal tics persisted. 
For example, rather noticeable lip smacking would wane, 
only to be replaced by a persistent grunting. In the seventh 
grade, Bob was referred to a child psychiatrist, and a 
diagnosis of Tourette’s disorder was made. Treatment with 
haloperidol, 0.05 mg/day, led to a dramatic reduction in his 
tics, marked improvement in his academic performance, a 
sharp reduction in his explosive temper, and great improve- 
ment in his ability to relate to his peers. 

After the mother saw a patient education film on Tou- 
rette’s disorder, she again affirmed that tics had been present 
in both Alice and Bob since early infancy. We consider her to 
be a reliable developmental historian. No other members of 
the immediate family are known to have Tourette’s disorder 
or tics, and there is no other known history of major mental 
or neurologic disease in the extended family. 


RESULTS AND DISCUSSION 


These case reports are presented to alert clinicians to 
the fact that infantile onset of Tourette’s disorder is 
possible. It is striking that two of our three patients 
were siblings and that the family history was otherwise 
devoid of tic disorders. Although the three patients we 
have mentioned exhibited definite primary tics and 
impairing secondary cognitive, emotional, and behav- 
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ioral symptoms, the severity of their symptoms was 
not striking compared to that of a great number of our 
patients with a later onset of Tourette’s disorder. Their 
very early onset of symptoms does not appear to have 
been predictive of ‘severity or impairment. Two of 
these patients met the DSM-III criteria for Tourette’s 
disorder (except for onset after age 2) by 18 months of 
age (including a duration of 1 year) and the other by 
21 months of age. 

The Census Bureau for the State of North Dakota 
indicated that there were 140,580 children between 
the ages of 6 and 18 in the state in 1980 (11). In our 
sample of 73 children (6 through 18 years of age) with 
Tourette’s disorder, three, or 4.1%, had an onset 
before 2 years of age. 

The rationale for using 2 years of age in DSM-III as 
a cutoff for the onset of tics is unclear. There are no 
apparent neurophysiological milestones that occur at 
this age which would represent a developmental 
threshold for the emergence of tics (12). The diagnosis 
of Tourette’s disorder should not be excluded on the 
basis of an early onset of tics. These cases support the 
change in criteria for Tourette’s disorder in the revised 
edition of DSM-III (DSM-III-R), which requires that 
the onset of tics be only before 21 years of age. 
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The DST and Posttraumatic Stress Disorder 


Harold Kudler, M.D., Jonathan Davidson, M.D., Keith Meador, M.D., 
Steven Lipper, M.D., Ph.D., and Tim Ely, B.A. 


The dexamethasone suppression test (DST) was 
administered to 28 male combat veterans with 
posttraumatic stress disorder. Six subjects (21%) 
were nonsuppressors. The nonsuppression rates for 
the subgroups with and without major depressive 
disorder according to the Research Diagnostic 
Criteria were 50% and 6%, respectively. The 
authors conclude that cortisol nonsuppression is rare 
in posttraumatic stress disorder unless there is 
concomitant major depression. 


(Am J Psychiatry 1987; 144:1068—1071) 


he concept of posttraumatic stress disorder has a 

long history in both military and civilian medicine 
(1, 2), but formal recognition and diagnostic criteria 
(DSM-III) have only recently been given. Posttraumat- 
ic stress disorder is classed among the anxiety disor- 
ders in DSM-III, yet the diagnostic signs and symp- 
toms required for this diagnosis include many features 
usually associated with depression: markedly dimin- 
ished interest in activities, detachment from others, 
constricted affect, guilt, impairment of memory and 
concentration, sleep difficulties, and recurrent 
thoughts of death. 

The dexamethasone suppression test (DST) has been 
an important tool in research on depressive disorders, 
and there has also been interest in the DST results from 
patients with various anxiety disorders (3-12). To our 
knowledge, the only published result of DSTs given to 
patients with posttraumatic stress disorder was Evans 
et al.’s incidental finding (13) of normal cortisol sup- 
pression in response to dexamethasone challenge in 
two inpatients with posttraumatic stress disorder. 
Data on the frequency of DST nonsuppression among 
patients with posttraumatic stress disorder, especially 
in relation to concurrent depression, may elucidate any 
relationship between these two disorders and add to 
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the present understanding of posttraumatic stress dis- 
order as defined by DSM-III. 


METHOD 


Subjects with active symptoms of posttraumatic 
stress disorder were recruited from the mental hygiene 
dinic and psychiatry inpatient service of a Veterans 
Administration medical center on the basis of clinical 
interviews and charts indicating DSM-III diagnoses of 
posttraumatic stress disorder. Many of these patients 
were culled from long-term individual and group treat- 
ment programs involving combat veterans and former 
prisoners of war from the Korean War and World War 
II. The criteria for inclusion in the study were male sex, 
age between 18 and 75 years (the oldest patient was 
68), ability to give informed consent, and presence of 
unstable medical illness. The customary exclusion cri- 
teria for the DST were observed, including presence of 
current alcohol abuse or withdrawal (14). Twenty- 
eight subjects completed the protocol. The largest 
group (N=14) had been exposed to combat in World 
War II, five were veterans of the Korean War, and nine 
had fought in Vietnam. 

All subjects were instructed to taper and finally 
discontinue any psychotropic medication, including 
antidepressants, anxiolytics, and sedative-hypnotics. 
The outpatients were drug free for 14 days; because of 
the impracticality of a 2-week washout period on the 
hospital unit, the inpatients were drug free for 7 days. 
Two outpatients were unable to tolerate the reduction 
of medication, and only their prewithdrawal DST 
results are included here (see Results section). 

On the day of testing, the subjects met with one of us 
(H.K., J.D., or K.M.) for a structured interview includ- 
ing the Schedule for Affective Disorders and Schizo- 
phrenia (SADS, parts I and II) (15) and a structured 
posttraumatic stress disorder interview with opera- 
tional definitions and rating anchor points for each of 
the DSM-III criteria. (This interview was developed by 
us and is available on request. In a study of the 
interrater agreement on the diagnoses of 12 patients, 
kappa values of 0.84, 0.91, and 0.93 were achieved for 
each rater pair.) Scores on the Hamilton Rating Scale 
for Depression were extracted from the SADS data 
with the algorithm described by Endicott et al. (16). 

Each subject was given a 1-mg oral dose of dexa- 
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TABLE 1. Clinical and DST Data for 28 Men With Posttraumatic Stress Disorder 


Prevalence of 





Postdexamethasone Nonsuopressión 
Hamilton — 5:00 p.m. Cortisol level — (cortisol z5 
Age (years) Inpatients Depression Score pg/dl nmol/liter y.g/dl)* 
Group N Mea SD N % Mean SD Range Mean SD Mean SD N % 
Total 28 539  1i2 11 39 233 8.6 8-39 2.8 2.50 710 69.0 6 21 
Without major de- 
pressive disorder 18 541 124 4 22 182 7.6 8-33 1.86 187 S510 320 1 6 
With major de- 
pressive disorder 10 53.5 9.8 7 70 2975 49 2439 383 3.15 93.0 87.0 5 50 


‘Significant difference among groups (x?=5.49, df=1, p<.05). 





Significantly different from mean score of subjects without major depressive disorder (t=4.87, df=26, p<.001). 


methasone at 11:00 p.m., and the results were based 
on a 4:00 p.m. blood sample drawn in a 7-ml Vacu- 
tainer without additive. The sample was centrifuged at 
2000 g. The plasma was removed and stored at —20°C 
until the time of assay. Cortisol determinations were 
made with a commercially available radioimmunoas- 
say kit (Nuclear Medical Laboratories, Irving, Tex.). 
Our laboratory has reported intra-assay coefficients of 
variation of 10.0% and 9.3% for cortisol levels of 5.64 
weg/dl (156.0 nmol/liter) and 13.60 g/dl (375.0 nmol/ 
liter), respectively (17). The manufacturer reports 
interassay coefficients of variation of 8.5% for a 
cortisol level of 7.1 wg/dl (196.0 nmol/liter) and 6.9% 
for 13.0 ug/dl (359.0 nmol/liter). A cortisol value of 5 
ug/dl (138.0 nmol/liter) or above was used to indicate 
nonsuppression (14). The DST assays were performed 
by personnel blind to the clinical data. 


RESULTS 


Relevant demographic, clinical, and neuroendocrine 
data are shown in table 1. At the time of interview, 24 
of the 28 patients each had at least one other psychi- 
atric diagnosis according to the Research Diagnostic 
Criteria (RDC) (18): major depressive disorder (N= 
10), intermittent depressive disorder (N=7), general- 
ized anxiety disorder (N=5), agoraphobia (N=8), 
social phobia (N=3), mixed phobia (N71), and minor 
depressive disorder (N=2). 

Of the 10 patients who met the RDC for current 
major depressive disorder, six were diagnosed as hav- 
ing endogenous depression according to the RDC and 
according to the Newcastle Endogenous Depression 
Index (19). In each case the onset of depression 
occurred after, but was not necessarily related to, the 
traumatic event. 

The mean+S$D Hamilton depression score for the 
six endogenously depressed subjects was 31.6+5.4 
(range=24-39); the score for the four nonendogen- 
ously depressed subjects was 26.0+2.7 (range=25— 
29). As shown in table 1, the mean Hamilton depres- 
sion score for the total group of depressed subjects was 
significantly higher than that of the 18 subjects with- 
out depression. 
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An overall DST nonsuppression rate of 21% was 
found. The nonsuppression rate associated with each 
concurrent diagnosis was determined. The rate was 
0% (none of four) for the patients with no other 
diagnoses, 11% (one of nine) for those with intermit- 
tent or minor depressive disorder, 0% (none of five) 
for the patients with generalized anxiety disorder, 
17% (two of 12) among those with agoraphobia, 
social phobia, or mixed phobia, and 50% (five of 10) 
for the patients with major depressive disorder. Of all 
18 of the subjects without major depressive disorder, 
nonsuppression occurred in only one (6%). H2 was a 
66-year-old outpatient with a Hamilton depression 
score of 24. 

In the five patients with major depressive disorder 
who exhibited nonsuppression, the depression was 
invariably of the endogenous type according to the 
Newcastle scale. When DSM-III criteria were applied 
to the 10 subjects with major depressive disorder, three 
patients were found to be melancholic; all of them 
were nonsuppressors. Three of the seven nonmelan- 
cholic patients were also nonsuppressors. The nonsup- 
pressors were significantly more depressed than the 
suppressors; their mean+SD Hamilton scores were 
30.1+6.1 and 20.2+7.9, respectively (t=3.3, df=26, 
p<.001). There was a nonsignificant difference in 
mean postdexamethasone cortisol level between the 
subjects with and without major depressive disorder, 
and the depressed group showed a significantly higher 
frequency of nonsuppression (see table 1). 

Neither of the two subjects maintained on psycho- 
tropic medication (phenelzine in both cases) was diag- 
nosed as depressed. Both were suppressors of cortisol; 
their 4:00 p.m. cortisol values were 1.22 and 1.20 pg/ 
dl (34.0 and 33.0 nmol/liter), and their Hamilton 
scores were 13 and 24, respectively. Exclusion of these 
individuals from the analysis raises the percentage of 
nonsüppression to 23% for the entire group and to 
6.25% for the nondepressed subjects. 

The weight loss ratings indicated that four of the six 
nonsuppressors reported losing weight during the pres- 
ent episode of illness; only four of the 22 supo:essors 
had lost weight. In two nonsuppressors the we'ght loss 
exceeded 5 Ib., whereas this was not the case for any of 
the suppressors. 
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DISCUSSION 


Our findings reaffirm the general impression that 
DST nonsuppression is frequently associated with mel- 
ancholia. The prevalence of nonsuppression (6%) in 
the 18 patients with posttraumatic stress disorder who 
did not currently manifest major depressive disorder 
approximated that of the general population. 

The authors of DSM-III defined posttraumatic stress 
disorder as an anxiety disorder. There have been 
reports on the DST suppression rates associated with 
other DSM-III anxiety disorders, including generalized 
anxiety disorder, agoraphobia with and without panic 
attacks, and obsessive-compulsive disorder. Detailed 
review of this literature is beyond the scope of this 
paper,.but at present no clear trend has emerged to 
suggest that cortisol nonsuppression is characteristic of 
the anxiety disorders ás a group or of any particular 
anxiety disorder. In our sample of 28 men with 
posttraumatic stress disorder, 14 (50%) had at least 
one other anxiety disorder diagnosis. Among the 18 
patients without current major depressive disorder, 
nine (50%) met criteria for one concurrent anxiety 
disorder and three (17%) had two additional anxiety 
diagnoses. All but one were suppressors of cortisol. 
The single nonsuppressor without major depressive 
disorder met the RDC for both intermittent depressive 
disorder and agoraphobia. On the basis of these find- 
ings we are unable to demonstrate a significant asso- 
ciation between the DSM-III diagnosis of posttraumat- 
ic stress disorder and DST nonsuppression in the 
absence of concurrent major depression. 

Other factors—including weight loss, previous diag- 
nosis of alcoholism, and hospital status—may have 
contributed to the abnormal DST results among our 
subjects. The shorter drug washout period for inpati- 
ents raised the possibility of pharmacologic “rebound” 
from antidepressants or of drug withdrawal as a factor 
in cortisol response (20, 21). 

We used Carroll et al.’s suggested cortisol cutoff 
value of 5.0 g/dl as indicative of hypothalamic- 
pituitary-adrenal axis abnormality (14). Altering the 
cutoff value to 6.0 g/dl (166 nmol/liter) would change 
one of the nonsuppressors with major depressive dis- 
order to a suppressor. The nonsuppression rate of the 
entire sample would drop to 18%, and nonsuppression 
among the major depressive disorder group would fall 
to 40%. : 

We previously demonstrated an association between 
posttraumatic stress disorder and major depression 
(22), but the strength of the association remains un- 
clear. Of the subjects in this study, 2196 were endog- 
enously depressed. Sierles et al. (23) found only an 896 
prevalence of endogenous depression in a sample of 25 
hospitalized patients with posttraumatic stress disor- 
der, and still fewer of their patients would have met the 
DSM-III criteria for melancholia. On the other hand, 
Pitts (24) stated that “most patients with [posttraumat- 
ic stress disorder] are endogenous depressives with 
Obsessive preoccupations." Our clinical and labora- 
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tory findings do not support Pitts's conclusion, but we 
cannot rule out the possibility that a subgroup of such 
patients may be included among those meeting the 
DSM-III criteria for posttraumatic stress disorder. The 
36% current prevalence and 41% lifetime incidence of 
major depressive disorder we previously found (22) 
among subjects with posttraumatic stress disorder 
underline the importance of considering the diagnosis 
of major depression whenever patients are evaluated 
for posttraumatic stress disorder. 
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An Open Trial of L-Tyrosine in the Treatment of 
Attention Deficit Disorder, Residual Type 


Frederick W. Reimherr, M.D., Paul H. Wender, M.D., 
David R. Wood, M.D., and Mark Ward, Ph.D. 


To elucidate the role of catecholamines in 
attention deficit disorder, the authors conducted an 
open 8-week trial of L-tyrosine in 12 adults with 
attention deficit disorder, residual type. Eight 
showed marked to moderate clinical response in 2 
weeks; at 6 weeks these eight developed tolerance, 
suggesting that L-tyrosine is not useful in attention 
deficit disorder, residual type. 

(Am J Psychiatry 1987; 144:1071-1073) 


ttention deficit disorder, with a prevalence of 

3%-10% (1), is probably the most common 
chronic psychiatric syndrome in children. Once gener- 
ally believed to be a disorder that is outgrown in 
adolescence (2), it seems in many instances to continue 
into late adolescence and adult life (3, 4), in which case 
it is designated, according to DSM-III, as attention 
deficit disorder, residual type. 

Although the etiology of these two conditions is 
unknown, a body of circumstantial evidence implicates 
abnormalities in phenethylaminergic or dopaminergic 
CNS functioning (5, 6). Since there is evidence that 
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pharmacological doses of dietary amino acids lead to 
increased brain levels of specific neurotransmitters (7), 
one approach that may elucidate the neurochemical 
bases of attention deficit disorder is to administer large 
quantities of precursor amino acids. Accordingly, we 
have conducted three clinical trials. In the first. (5), 
L-dopa was found to be of no therapeutic benefit; 
however, a clear interpretation of the results was 
difficult because L-dopa in low doses produced nausea 
and sedation and therefore precluded a trial of higher, 
and possibly effective, doses. In the second trial (8), 
d,l-phenylalanine, a precursor of phenethylamine and 
catecholamines, produced a transient improvement in 
mood and a decrease in activity level but did not 
improve concentration; these results are also difficult 
to interpret. The third trial, which we describe in this 
paper, involved tyrosine. Tyrosine is the amino acid 
precursor for catecholamine synthesis, and its admin- 
istration in pharmacological doses to animals can 
increase the rate of neuronal synthesis of dopamine 
and norepinephrine (7, 9). The fact that there have 
been reports of the therapeutic use of tyrosine in 
depression (9, 10) suggests that it is pharmacologically 
active in humans. À demonstration of L-tyrosine's 
efficacy in attention deficit disorder, residual type, 
would suggest that decreased dopaminergic or norad- 
renergic activity plays a role in the development of the 
disorder and that increased dopaminergic or norad- 
renergic activity plays a role in its improvement. This 
open study was therefore undertaken to investigate 
L-tyrosine's effect in patients with attention deficit 
disorder, residual type. 
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TREATMENT OF ATTENTION DEFICIT DISORDER 


METHOD 


The proposal to conduct the experiment was sub- 
mitted to and accepted by the University of Utah 
Human Experimentation Committee, and informed 
consent was obtained from each subject before volun- 
tary entry into the experiment. 

As a result of our previous studies, we revised the 
operational criteria, the Utah criteria, for attention 
deficit disorder, residual type. To meet these criteria, 
the subject must first have had a history of attention 
deficit disorder with hyperactivity in childhood, as well 
as both hyperactivity and attentional deficits as an 
adult. In addition, he or she must have had two of the 
following characteristics: 1) affective lability, 2) poor 
organization and an inability to complete tasks, 3) 
excessive or explosive temper, 4) impulsivity, and 5) 
low tolerance for stress. Subjects included in the study 
had never met DSM-III criteria for schizophrenia or 
schizoaffective disorder. In addition, they had no ac- 
tive major affective disorder and had none of the 
specific features of schizotypal disorder or borderline 
personality disorder. 

No attempt was made to acquire a systematic sam- 
ple. Referred patients who met the criteria for atten- 
tion deficit disorder, residual type, were provisionally 
accepted if they were between 21 years old and 45 
years old, had no medical contraindications to amino 
acid therapy, had no history of alcohol or substance 
abuse in the preceding 6 months, and, if female, were 
surgically sterile or were taking birth-control medica- 
tion. 

Placebo and r-tyrosine were prepared in identical- 
appearing capsules. Patients initially underwent a 1- 
week, single-blind placebo washout. Patients who did 
not show a moderate to marked improvement were 
then given an open 8-week trial of r-tyrosine. The 
amino acid was administered in three divided doses: 
50 mg/kg of body weight per day, increased, as toler- 
ated, to a maximum of 150 mg/kg of body weight per 
day. 

Two measures were used to evaluate the patients' 
clinical status before the trial and at weekly intervals 
thereafter. 1) The Physician's Global Rating scale is a 
7-point scale based on the physician's judgment of 
overall functioning: —3- marked worsening, -2-— mod- 
erate worsening, —1=slight worsening, 0=no change, 
+1=mild improvement, -2- moderate improvement, 
and +3=marked improvement. 2) The targeted atten- 
tion deficit disorder symptoms scale (unpublished) is 
divided into seven areas of dysfunction in attention 
deficit disorder, residual type: attentional difficulties, 
hyperactivity, temper problems, mood difficulties, im- 
pulsivity, overreactivity, and disorganization. Within 
each category are ordinal points with anchors pro- 
vided for each, so that maximum dysfunction in each 
area would produce a total score of 40; the anchored 
scale is a modification of a measure still under devel- 
opment. Only the face validity of the latter scale has 
been established (4). 
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RESULTS 


Sixteen subjects began the trial. One subject showed 
a moderate response during the single-blind trial of 
placebo, and three other subjects dropped out before 
the second week of the open trial (none of these three 
subjects, however, had complained of any side effects). 
The following data are derived from the 12 subjects 
(six women and six men) who completed an 8-week 
trial of tyrosine. Their mean+$D age was 30.2+7.5 
years. 

The dose of L-tyrosine was rapidly increased from 
50 to 150 mg/kg per day with only minor side effects. 
In the initial phase, patients appeared to stabilize at 4 
weeks, at which time, using the Physician's Global 
Rating scale, we saw marked improvement in two 
patients, moderate improvement in six, slight or no 
improvement in two, and slight worsening in two. 
Their mean SD target symptom scores during base- 
line (27.3+3.9) dropped by the end of the 8-week 
period (17.4+9.3); however, inspection of weekly 
target sympton ratings revealed that maximum im- 
provement had occurred at the third or fourth week of 
treatment (best mean+SD score=11.5+8.3). A re- 
peated measures ANOVA examining baseline, best, 
and final target symptom scores was significant (F— 
22.3, df=2, 22, p<.01), and a Newman-Keuls test for 
pairwise comparisons was applied. All three differ- 
ences were statistically significant: baseline versus final 
(p<.01); baseline versus best (p<.01); and best versus 
final (p«.05). The analyses were consonant with our 
clinical observations: There were significant baseline 
to week 8 effects, but there was clinical regression 
between the subjects' best responses and their re- 
sponses at 8 weeks. The condition of one subject was 
worsened by the treatment, and at 2 weeks the medi- 
cation was discontinued. When he became progres- 
sively more angry and suspicious, his diagnosis was 
reconsidered and he was classified, after the fact, as 
having possible paranoid personality disorder. 


CASE REPORT 


Ms. A, a 35-year-old nurse and divorced mother of three, 
applied to our clinic for help with problems in concentration 
(*My mind wanders ... it is hard for me to keep my 
attention on one task and I am highly distractible"), disor- 
ganization, restlessness, poor organizational ability, irritabil- 
ity and bad temper, recurrent depression, and emotional 
overreactivity. Her memories of her childhood were sketchy, 
but she reported being a disciplinary problem. Her mother's 
responses to a questionnaire placed Ms. A in the 95th 
percentile of childhood “hyperactivity.” Ms. A had had 
multiple therapeutic contacts: in college she had sought 
counseling because of difficulty in “coping”; at age 23 she 
received child guidance counseling; and after her divorce at 
age 25, she again sought counseling. Two years before her 
admission to our clinic, she had contacted the community 
mental health clinic for help with these and other problems 
and was given antidepressant medication, from which she 
did not benefit. Her marriage had been extremely stormy and 
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terminated after 5 years with the birth of her third and last 
child. At the time she entered our program she was involved 
in a long-term relationship that had recently begun to 
unravel; she and her lover engaged in frequent arguments 
that were exacerbated by Ms. A’s temper and the complaint 
that “problems just don’t get solved.” Both of her male 
children were “hyperactive,” and she felt unable to manage 
them. 

Ms. A showed no clinical improvement during the 1-week 
single-blind administration of placebo and was then given 
tyrosine. Two weeks after tyrosine treatment was initiated, 
she noted a substantial improvement in concentration, orga- 
nization, restlessness, affective lability and “the blues," tem- 
per, and handling of stress. Over the next 3—4 weeks the 
favorable response gradually disappeared, and she began to 
complain of nausea. By 8 weeks she showed no improvement 
whatsoever and was placed on d-amphetamine, which was 
gradually increased to 25 mg/day in divided doses. This 
regimen produced the same degree of control that had been 
seen with tyrosine. She was maintained on d-amphetamine 
until she and her lover moved away from Salt Lake City. 
During the 3 years of maintenance therapy, she showed no 
tolerance to d-amphetamine, and her work performance, her 
relationship with her children, and her relationship with her 
lover gradually improved. 


DISCUSSION 


Our first finding was that L-tyrosine was therapeu- 
tically effective after 2 or more weeks. This delay is 
similar to that found by Gelenberg et al. (9) in the 
tyrosine treatment of depression and to that encoun- 
tered with the use of tricyclic antidepressants and 
monoamine oxidase inhibitors in the treatment of 
depression. The delay seen with antidepressants paral- 
lels changes in receptor function and suggests that 
analogous changes may have to occur before r-tyro- 
sine becomes therapeutically effective. In our previous 
trials of d,l-phenylalanine (8), the pharmacological 
response was immediate, so we did not predict the 
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delay in r-tyrosine response; therefore, a placebo re- 
sponse is not likely, even in an open trial. 

The second finding was that all the patients who 
responded to L-tyrosine became tolerant to its thera- 
peutic effects. The clinical reports on the effects of 
L-tyrosine in depression (9, 10) do not discuss the 
length of time that the treatment remained effective or 
whether tolerance developed. 

In conclusion, the three precursor studies—i-dopa 
(5), d,l-phenylalanine (8), and r-tyrosine—have not 
elucidated the putative functional defect in attention 
deficit disorder, residual type. Furthermore, none of 
these substances appears to have any clinical utility in 
the treatment of the disorder. 
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Mental Health Effects of the Three Mile Island 
Nuclear Reactor Restart 


Mary Amanda Dew, Ph.D., Evelyn J. Bromet, Ph.D., Herbert C. Schulberg, Ph.D., 
Leslie O. Dunn, M.P.H., and David K. Parkinson, M.D. 


Controversy over potential mental health effects of 
the Three Mile Island Unit-1 restart led the authors 
to examine prospectively the pattern of psychiatric 
symptoms in a sample of Three Mile Island area 
mothers of young children. Symptom levels after 
restart were elevated over previous levels; a sizable 
subcohort of the sample reported relatively serious 
degrees of postrestart distress. History of diagnosable 
major depression and generalized anxiety following 
the Three Mile Island accident, plus symptoms and 
beliefs about personal risk prior to the restart, best 
predicted postrestart symptoms. 

(Am J Psychiatry 1987; 144:1074—1077) 


dramatic and immediate consequence of the 1979 

Three Mile Island accident was its deleterious 
effect on local residents’ mental health (1-3). Like 
many natural and technological disasters, the accident 
was not an acute, time-limited event. Rather, it en- 
tailed a sequence of interrelated events that unfolded 
over several years, thereby creating a situation of 
chronic stress (4, 5). During this period, one major 
controversy focused on whether restarting the undam- 
aged Unit-1 reactor constituted an environmental haz- 
ard to mental health (6), After an extended legal battle 
that eventually reached the U.S. Supreme Court, the 
reactor was restarted in October 1985. 

The present research examined prospectively the 
psychiatric effects of the restart on a representative 
sample of mothers of young children living in Three 
Mile Island area communities. This cohort was 
deemed at high risk for two reasons. First, in compar- 
ison with other local residents, mothers experienced 
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elevated levels of psychiatric symptoms and diagnos- 
able major depression and generalized anxiety follow- 
ing the 1979 accident (1). Second, these mothers 
consistently viewed the Three Mile Island situation as 
one of danger and personal risk during the interim 
between the accident and the restart (7). Research on 
the behavioral effects of beliefs suggests that the ex- 
tremity and temporal stability of their views should 
elevate their distress levels following additional Three 
Mile Island-related events, such as the restart (8). 

We focused, then, on whether psychiatric symptoms 
following the restart increased over previous levels. In 
addition, previous life events and disaster research (9, 
10) led us to hypothesize that two classes of variables 
would be important predictors of distress levels after 
the restart for this cohort: 1) psychiatric status prior to 
and immediately following the original 1979 accident 
and residential status at those times, and 2) psychoso- 
cial variables reflecting beliefs about personal risks and 
social support and coping strategies during the years 
subsequent to the accident. 


METHOD 


A panel of 385 women living near Three Mile Island 
were interviewed in their homes in fall 1981 and fall 
1982 during an investigation of Three Mile Island’s 
long-term mental health effects (1, 11). All had deliv- 
ered a child between January 1978 and March 1979, 
the month the accident occurred. Since Pennsylvania 
law prohibited access to vital statistics records, sub- 
jects were drawn from area newspaper birth an- 
nouncements. Hospitals routinely reported birth data 
to newspapers, and virtually all local women delivered 
in a hospital, thereby minimizing sample bias. 

Of these 385 subjects, 199 returned a follow-up 
questionnaire mailed during the month after the Unit-1 
reactor restart (fall 1985). The nonresponse rate of 
48.3% most likely was due to our inability to conduct 
personal interviews in 1985, in view of the fact that 
attrition between the two interviews before the restart 
(during the period of study funding) was only 6%. 
This explanation is supported by our finding that 1985 
follow-up respondents were very similar to 1985 non- 
respondents on both demographic characteristics prior 
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TABLE 1. Characteristics Before Restart of Nuclear Reactor of 
Mothers in Three Mile Island Area? Who Did (N=199) or Did Not 
(N— 186) Respond to Questionnaire Following Reactor Restart 








Respondents — Nonrespondents 

Variable N 96 N 96 
Education beyond high school — 111 56 88 47 
Income over $20,000 130 65 114 61 
Three or more children 53 27 59 32 
Full- or part-time employment 88 44 88 47 
Married 194 97 182 98 
Age less than 35 years 181 91 162 87 
Caucasian 192 96 180 97 
Clinical psychiatric disorder 

Before accident 40 20 32 17 

After accident 36 18 34 18 
Evacuated after accident 174 87 165 89 


*Mean+SD distances from Three Mile Island for the respondents 
and nonrespondents were 6.6642.84 and 6.50:3.17 miles, 
respectively. 


to the restart and prerestart psychiatric and psychoso- 
cial measures (see also tables 1 and 2). 

Psychiatric symptoms following the restart were 
assessed with the depression, anxiety, and hostility 
subscales of the Symptom Checklist-90 (SCL-90) (12), 
a scale measuring current subclinical levels of distur- 
bance. A summary symptom index was created by 
averaging the items (0—not at all, 4=extremely dis- 
tressed). This index was log-transformed prior to 
analyses to reduce skewness in its distribution. 

A complete demographic profile was obtained at the 
initial (1981) interview. For multivariate analyses, we 
focused on four characteristics on which the women 
varied substantially: education, income, number of 
children, and employment status. 

At the initial interview we determined 1) whether 
subjects had experienced major depression and/or gen- 
eralized anxiety at any time prior to the 1979 accident 
(diagnosed with the Schedule for Affective Disorders 
and Schizophrenia—Lifetime Version [13], using Re- 
search Diagnostic Criteria [14]), 2) whether subjects 
experienced major depression and/or generalized anx- 
iety during the 18 months after the accident, 3) resi- 
dential distance from the plant when the accident 
occurred, and 4) whether subjects evacuated the area. 

Several variables reflecting current psychosocial sta- 
tus at the 1981 and 1982 interviews were assessed: 1) 
subclinical psychiatric symptoms (using the SCL-90 
items described above, averaged and log-transformed 
for multivariate analyses), 2) beliefs about personal 
risk (average of four items dealing with perceptions of 
the safety of living near Three Mile Island and fears 
about future health risks [7]) 3) availability and 
quality of social support from friends (assessed with 
scales adapted from Moos [15]), and 4) coping style 
(assessed with the Mastery scale [16]). For multivariate 
analyses, an average prerestart score was created for 
each of these psychosocial variables, since they were 
stable across the 1981 and 1982 interviews (median 
r=.51). 
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Tables 1 and 2 present descriptive statistics for all 
predictors. 


RESULTS 


We first examined whether symptom levels follow- 
ing restart increased over previous levels. A one-way 
repeated measures analysis of variance indicated that 
subclinical symptoms changed over time (F=12.60, 
df=2, 396, p<.001); a planned contrast showed that 
symptom levels were significantly higher after restart 
(untransformed mean-.591) than before (untrans- 
formed mean=.473 and .424 for the first and second 
interviews, respectively; F=86.86, df=1,396, p< 
.001; r=.42). Among a subsample of 134 of the 199 
women who had also been interviewed 9 months after 
the 1979 accident (1), symptom levels were slightly 
higher after restart than they had been in 1979 
(mean=.581 and .514, respectively). 

From an epidemiologic perspective, one would ex- 
pect approximately 16% of the sample to score above 
one standard deviation from the mean for a normative 
community sample of women (12). Indeed, prior to the 
restart, the scores of 13% (N=26), 15% (N=30), and 
21% (N=42) of the sample exceeded one standard 
deviation on the depression, anxiety, and hostility 
subscales, respectively. After the restart, however, the 
percentages scoring above one standard deviation on 
these subscales increased substantially to 21% (N= 
41), 25% (N=49), and 36% (N=72), respectively. 

Our second question concerned whether responses 
prior to the restart would predict which women would 
show relatively more postrestart distress. Table 3 
presents correlations among demographic variables, 
variables related to the original accident, subsequent 
psychosocial variables reflecting subjects’ 1981—1982 
status, and 1985 postrestart symptoms. The majority 
of hypothesized predictors correlated significantly with 
postrestart symptoms in the expected direction. Symp- 
tom levels following the restart were also regressed on 
the predictors in order to examine each predictor’s 
direct, unique impact; higher prerestart symptom lev- 
els and prior beliefs of greater personal risk most 
strongly predicted elevated postrestart symptom levels 
(see table 3). No significant interactions between pre- 
dictors were found. 

In addition to any direct effects on symptoms after 
restart, episodes of clinical disorder occurring prior to 
and during the 18-month interval after the 1979 
accident conceivably influenced postrestart symptoms 
indirectly. That is, they may have affected 1981-1982 
symptoms and beliefs about personal risk, the two 
variables that in turn were the most important predic- 
tors of postrestart distress. To examine this possibility, 
the 1981-1982 prerestart symptom and belief mea- 
sures were each regressed on the measures of pre-1979 
and 1979 clinical status. We found that clinical disor- 
der during the 18 months following the accident 
significantly predicted both prerestart variables (symp- 
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TABLE 2. Psychosocial Status Before Restart of Nuclear Reactor of Mothers in Three Mile Island Area Who Did (N= 199) or Did Not (N=186) 


Respond to Questionnaire Following Reactor Restart 


Measure* 








Symptoms (0=less, 4=more distress) 
Beliefs of personal risk (1=less, 4=more) 
Social support quality (0=less, 3=more) 
Social support availability (O=less, 4=more) 
Coping (1=less, 5=greater sense of 

mastery over events) 


*Averaged over 1981 and 1982 assessments. 


Respondents Nonrespondents 
Mean SD Mean SD 
0.45 0.39 0.44 0.42 
2.85 0.85 2.88 0.85 
177 0.5 1.84 0.47 
3.65 0.522 3.60 0.53 
2.47 . 0.39 2.16 0.35 


TABLE 3. Correlations and Standardized Regression Coefficients for Major Study Variables in 199 Mothers in Three Mile Island Area 


Variable 1 2 3 4 


Demographic measures 
1. Education 


2. Income 31° 
3. Number of children —.07 .10 
4. Employment. status .19"  21* —.22* 


Clinical and residential status 
before and after accident 


5. Preaccident disorder 06 —.01 04  —.17* 
6. Postaccident disorder —.03 00  —.06 .13 
7. Miles from Three Mile Island — .06 05 -.11 04 


8. Evacuated .02 
Psychosocial status before restart 
of nuclear reactor’ 


9. Symptoms —.02 —.22° .02 -—.07 
10. Personal risk beliefs —.13 -.10 -10  .06 
11. Social support quality —.03 —.02 12  .00 
12. Support availability 04 41 .10 .02 
13. Coping 24^ 21€ —02  .07 

*R —.63. 
bp«.001. 
“p<.05. 


See table 2 for direction in which each variable was scored. 


toms before restart: b=.16, p<.05; beliefs before 
restart: b=.16, p«.05). Thus, women with diagnos- 
able episodes of disorder immediately after the acci- 
dent were more likely to report subsequently higher 
symptom levels and beliefs of greater personal risk 
prior to the restart. These latter two factors, in turn, 
directly predicted higher symptom levels following the 
restart. Figure 1 depicts the nature of these mediated 
effects. 


DISCUSSION 


Our findings suggest that the 1985 restart of the 
undamaged Three Mile Island reactor elevated levels 
of psychiatric symptoms among mothers of young 
children. This interpretation is strengthened by our 
design, which assembled baseline data prospectively 
rather than retrospectively. It is unlikely that our 
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04 -—.23° —.02 05 


Symptoms 

Following 

Restart of 
Nuclear 


Correlation (r) Reactor 


5 6 7 8 9 10 11 12 r b? 


—.02 0 
—279 —46* 
—02 01 
—03  .00 
10 —.00 
32b 205  .08 
.04  .00 —16* —.15° 
41 40 -29b 16°  .03 
48€. 17° —04 3 S2b 41 
—.04 20° 09 41  .15* 30° 23 
01 .02 —.09 07 -17 .02 —.08  .02 
03  .02 —03  .01 —12  .00 32> —20€ —.14¢ 


— 35 —.05 .13 .20€ —.24b —.03 


results are biased by the 48.3% attrition rate among 
subjects who had participated in earlier waves of data 
collection; respondents were very similar to nonrespon- 
dents on the demographic, clinical, and psychosocial 
variables measured previously. Nevertheless, it is im- 
portant to note that respondents and nonrespondents 
may have differed on other variables not assessed. 
What clinical and policy implications are contained 
in our data? In keeping with critiques of earlier re- 
search on environmental hazards (17, 18), we empha- 
size the need to examine psychosocial risk factors 
when assessing the mental health effects of environ- 
mental stressors. With regard to etiologic mechanisms, 
our data indicate that a mother's initial pattern of 
responding to the Three Mile Island accident not only 
directly influenced levels of postrestart symptoms but 
exerted mediated effects as well. Thus, a history of 
major depression and/or generalized anxiety in the 18 
months following the accident led to subsequently 


Am ] Psychiatry 144:8, August 1987 


FIGURE 1. Standardized Regression Coefficients and Partial 
Correlations? Illustrating Mediated Effects of Diagnosable Disorder 
on Postrestart Symptoms for 199 Mothers in the Three Mile Island 
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"Partial correlations (in parentheses) indicate the size of each pre- 
dictor-outcome association, controlling for other predictors. See 
text for description of complete regression equations. 

*p«.05. 

*p«.001. 


higher symptom levels before the restart and stronger 
beliefs of greater personal risk. These responses, in 
turn, were directly associated with elevated postrestart 
distress. 

In terms of potential policy implications, our find- 
ings highlight the need to specify intervention strate- 
gies for not only the short-term but also the long-term 
sequelae of technological disasters. Although proce- 
dures for coping with the former have been refined to 
relatively sophisticated levels (19), far less progress is 
evident in designing interventions for the extended 
deleterious consequences of accidents such as that at 
Three Mile Island. The recent Soviet nuclear accident 
at Chernobyl dramatizes the international scope of this 
problem and the significance of resolving it. Our 
findings suggest that identification of high-risk co- 
horts, e.g., persons exhibiting chronic as well as acute 
maladjustment patterns in a disaster's aftermath, is a 
useful approach to targeting scarce psychiatric re- 
sources when additional environmental stresses are 
anticipated. 
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Effect of Pregnancy on Panic Attacks 


David T. George, M.D., Jay A. Ladenheim, M.D., and David J. Nutt, M.D., Ph.D. 


Three women with panic disorder showed marked 
improvement in their panic symptoms during 
pregnancy. Such effects might be due to pregnancy’s 
blunting of the sympathoadrenal response to simple 
physiologic stimuli, effects on barbiturate receptors, 
or improvement in psychological functioning. 

(Am J Psychiatry 1987; 144:1078—1079) 


P anic disorder has a prevalence of 1% to 2% in the 
general population and affects more females than 
males (1). The etiology of panic attacks remains un- 
clear, although various theories, including alterations 
in neurotransmitter systems, have been postulated (2, 
3). The relationship between the menstrual cycle and/ 
or pregnancy and the frequency and intensity of panic 
attacks has not been explored, to our knowledge. In 
this report we describe three women who met the 
DSM-III criteria for panic disorder and experienced 
improvement in their panic symptoms during preg- 
nancy. 


CASE REPORTS 


Case 1. Ms. A, a 33-year-old woman, had had “panic 
feelings” since adolescence. At age 23, while in a department 
store, she experienced her first major panic attack, which 
was characterized by palpitations, nausea, tremors, dyspnea, 
and an overwhelming sense of being “out of control.” 
Within several months of this episode daily panic attacks 
developed and she began to avoid people and shopping 
malls. With the onset of pregnancy at age 25, she experi- 
enced a dramatic reduction in panic symptoms, which con- 
tinued until delivery. For the next 3 years she experienced 


Received Dec. 29, 1986; accepted April 27, 1987. From the 
National Institute on Alcohol Abuse and Alcoholism. Address 
reprint requests to Dr. George, National Institute on Alcohol Abuse 
and Alcoholism, Bldg. 10/3B19, 9000 Rockville Pike, Bethesda, MD 
20892. 


1078 


frequent panic attacks and extensive avoidance behavior, 
including limitation of driving. During her second preg- 
nancy, at age 29, she felt “instantaneously better," had | 
feelings of “more control over life,” and was able to drive 
much farther from home. After delivery she required antide- 
pressants to control her panic symptoms, and she still 
“looked for exits" when in confined spaces. At the time of 
the interview she was 5 months into her third pregnancy and 
was free of medication. As in her previous pregnancies, she 
was experiencing no panic attacks and was less socially 


inhibited. 


Case 2. Ms. B, a 49-year-old woman, had experienced her 
first panic attack at age 22 after her sister's wedding. 
Thereafter, feelings of unreality and extreme fear occurred 
regularly along with hyperventilation, palpitations, and 
stomach discomfort. Concurrent with the onset of her panic 
attacks were extreme phobias of height, driving a car, and 
eating food out of cans. After she became pregnant at age 24, 
she was able to drive long distances from home and look out 
of tall buildings without fear; the severity and frequency of 
her panic attacks also markedly lessened. After delivery she 
experienced a return of depression accompanied by anxious 
feelings, and within 1 week she was again having frequent 
panic attacks. These attacks persisted for the next 6 months, 
until she again had relief from her symptoms during her 
second pregnancy. After delivery she experienced an exacer- 
bation of panic symptoms for years, until she obtained 
medical treatment. In retrospect, she stated that "my preg- 
nancies were the best periods of my life" from the standpoint 
of emotional well-being. 


Case 3. Ms. C, a 57-year-old woman, had experienced her 
first discrete episode of panic at age 30, between her third 
and fourth pregnancies. Her panic occurred fairly regularly 
once or twice a month and typically included palpitations, 
trembling of her whole body, and dyspnea, as well as 
"feelings of terror" and “total helplessness." During the first 
few weeks of her fourth pregnancy (2 years after her panic 
first began) she noted a rapid reduction in the frequency and 
severity of her panic symptoms, and by the end of her first 
trimester she was panic free. She described the gravid state as 
providing her with a previously unknown "level of protec- 
tion" which enabled her to function effectively amid crowds 
and instilled in her a new sense of confidence that everything 
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would work out. In addition, she felt happier than usual and 
close to people and had higher self-esteem. She noted that 
during this pregnancy she did have intermittent periods of 
anxiety yet had no feelings of panic or somatic symptoms 
associated with it. 

Two months after childbirth Ms. C again began to expe- 
rience panic attacks at her previous frequency. These contin- 
ued uninterrupted for 3 years, when she became pregnant for 
the fifth time and experienced an identical pattern of freedom 
from panic, After that pregnancy Ms. C had over 20 years of 
increasingly severe panic episodes which occurred at least 
once a week without interruption, except for 6 months when 
she was taking a monoamine oxidase inhibitor. During the 2 
years before her last pregnancy Ms. C had taken birth 
control pills and noticed no change in the frequency of panic 
episodes and no clear association of panic with her menstrual 
periods, 


DISCUSSION 


These women with a diagnosis of panic disorder 
illustrate an interesting relationship between preg- 
nancy and symptoms of panic. In each case there was 
a marked attenuation in the severity and frequency of 
panic during pregnancy that was not identifiable in the 
nongravid state. Since the improvement was not attrib- 
utable to medication, psychotherapy, or stabilization 
of life situations, it raises the possibility that pregnancy 
itself might have an antipanic effect. 

Understanding the mechanism whereby pregnancy 
might improve panic is complicated by the complex 
and multiple physiological changes that occur in preg- 
nancy. Many of these changes, such as increases in the 
basal metabolic rate and the minute ventilation (with a 
decrease in partial CO; pressure) (4), might be ex- 
pected to be anxiogenic if, as has been suggested (5), 
panic patients are more sensitive to altered bodily 
sensations. 

There seem to be at least three possible explanations 
for our observations. The first is that pregnancy stabi- 
lizes and blunts the sympathoadrenal response to a 
variety of simple physiologic stimuli. In particular, 
controlled studies (6, 7) have revealed an attenuation 
in both heart rate and release of norepinephrine in 
response to postural changes and isometric exercise. 
Recent reports by two separate groups (8, 9) have 
suggested greater lability of noradrenergic control of 
sympathetic nervous system function in panic disorder. 
Thus, the physiological changes in pregnancy would 
tend to oppose this and might prevent the paroxysmal 
activity of sympathetic function seen during a panic 
attack. 
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The second possibility is that the hormonal changes 
in pregnancy may exert an anxiolytic effect by means 
of interactions with barbiturate receptors. Recently it 
has been demonstrated (10) that certain steroid deriv- 
atives, including progesterone metabolites, possess bar- 
biturate-like activity. Since some barbiturates are effec- 
tive anxiolytics that have been used to treat anxiety 
disorders, it is possible that naturally occurrirg deriv- 
atives could ameliorate panic disorder. 

Finally, the cognitive and psychological effects of 
pregnancy should not be overlooked. The sense of 
purpose and self-esteem that planned pregnancy may 
bring could improve psychological function. 

We have described three women who experienced 
improvement of their panic symptoms during preg- 
nancy. Although this observation could be an artifact 
of the episodic nature of panic attacks, we feel this is 
unlikely since the subjects described dramatic improve- 
ment in their symptoms during each pregnancy but no 
similar episodes when they were not pregnant. If this 
finding is substantiated in a larger number of panic 
disorder patients, it could have implications for the 
therapeutic management of young women taking med- 
ication for panic disorder who wish to become preg- 
nant and for research aimed at understanding the 
etiology of panic. 
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CO, Challenge of Patients With Panic Disorder 


Minna R. Fyer, M.D., Judy Uy, M.D., Jose Martinez, B.S., Raymond Goetz, Ph.D., 
Donald F. Klein, M.D., Abby Fyer, M.D., Michael R. Liebowitz, M.D., 
and Jack Gorman, M.D. 


In an open trial, five of eight panic disorder 
patients and none of five control subjects panicked 
after inbalation of two breaths of 35% CO; and 
65% Oz; none panicked after placebo. Using 35% 
CO; to induce panic is safe, simple, and well 
tolerated and may provide a valuable laboratory 
model of panic. 

(Am J Psychiatry 1987; 144:1080—1082) 


here is now evidence that CO; inhalation is 
anxiogenic and that patients with panic disorder 
have heightened sensitivity to CO. Several investiga- 
tors (1-3) have reported that continuous inhalation of 
low concentrations (496—896) of CO; provokes panic 
in panic disorder patients but not in normal subjects. 

Using a different approach, Griez and van den Hout 
(4) attempted to provoke panic with single- and dou- 
ble-breath inhalation of a mixture of 35% CO; and 
6576 O». Although patients and normal subjects expe- 
rienced autonomic anxiety symptoms, only panic dis- 
order patients reported “high degrees of subjective 
anxiety." 

If inhalation of 35% CO, and 65% Oy is 
panicogenic in patients with a history of spontaneous 
panic but not in normal subjects or patients with other 
anxiety disorders, it would provide a valuable labora- 
tory model for the study of panic. It has also been 
hypothesized (5) that CO; hypersensitivity is directly 
involved in the etiological mechanism of panic. If so, 
study of CO-induced panic might bring us closer to 
understanding the pathophysiology of panic. We re- 
port an open pilot study of double-breath inhalation of 
35% CO; and 65% O; in patients with DSM-III panic 
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disorder or agoraphobia with panic attacks and in 
normal control subjects. 


METHOD 


Eight patients with DSM-III panic disorder or ago- 
raphobia with panic attacks (mean SD age = 36::6.8 
years) and five normal volunteers (mean+SD age = 
29.4: 1.7 years) participated in this study. The differ- 
ence in age between groups was significant (t=2.24, 
p<.05), but there were no significant differences be- 
tween groups in height or weight. All patients were 
tested before receiving treatment; all patients and 
control subjects were in excellent health and had been 
medication free for at least 2 weeks. All subjects 
arrived at the Biological Studies Unit after a 12-hour 
abstinence from caffeine-containing beverages and nic- 
otine. Written informed consent was obtained. 

All subjects were seated and informed that they 
would be inhaling compressed air (placebo) and CO; 
and that these gases are not harmful but might induce 
anxiety or a panic attack. They then practiced the 
method of inhalation as follows: the subject exhales as 
fully as possible and then places the mask on his or her 
face, takes as fast and deep a breath as possible, and 
holds it for 5 seconds. The sequence is then repeated. 

After being at rest for 20 minutes, each subject 
inhaled two breaths of placebo. After a second period 
of rest, each inhaled two breaths of 35% CO; and 
65% Os. Three subjects (one control and two panic 
disorder) were given the gases in reverse order. The 
subjects were blind to the order of the gases. Because 
this was a preliminary trial, the investigators were not 
blind to patient diagnosis or order of the gases. 

The decision to call a response a panic attack was 
based on the investigator's observations and the sub- 
ject's report. Our definition of panic requires not only 
fulfillment of DSM-III criteria but also a subjective 
sense of terror, impending doom, or desire to flee, as 
well as a report by the patient that CO;-induced panic 
closely resembles spontaneous panic. 

We measured anxiety with the Acute Panic Inven- 
tory, a 17-item questionnaire that measures the sever- 
ity of the usual symptoms of an acute panic attack on 
a scale of 0 (absent) to 3 (severe), and an anxiety 
self-rating scale, which rates overall anxiety level from 
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TABLE 1. Repeated Measures ANOVA Comparison of Anxiety Responses of Five Panickers and Five Control Subjects to 35% CO; and Placebo 





Acute Panic Inventory Scores* 


Comparison F (df=1, 8) 
Main Effects 
Diagnosis‘ 24.07 
Condition4 6.32 
Time* 14.00 
Interactions 
Condition by Diagnosis — 
Time by Diagnosis — 
Condition by Time 34,22 
Condition by Time by Diagnosis 9.02 


?Five panickers and five control subjects. 
Five panickers and four control subjects. 
“Panickers versus control subjects. 
CO, versus placebo (air). 
*Pre- versus postinhalation. 


O (least) to 10 (most ever experienced). Ratings were 
obtained immediately before and after inhalation of 
each gas. In addition, before the procedure, the eight 
patients were asked to retrospectively rate themselves 
on the Acute Panic Inventory for a typical (for them) 
panic attack. 

A Fisher's exact test was used to compare the rate of 
35% CO»;-induced panic in the control and patient 
groups. Because we had predicted, on the basis of 
previous work, that CO; would induce panic, a one- 
tailed test was used. In all other cases, two-tailed tests 
were used. To determine whether the anxiety re- 
sponses to 35% CO; challenge of panicking patients 
differed from those of control subjects, we compared 
the scores from both anxiety measures using a 2X2X2 
(panickers versus control subjects, CO; versus pla- 
cebo, and pre- versus postinhalation) repeated-mea- 
sures analysis of variance (ANOVA). 


RESULTS 


Five (63%) of the eight panic disorder patients and 
none of the five normal control subjects experienced 
panic attacks with 35% CO; and 65% O; inhalation 
(Fisher’s exact test, p <.04, one-tailed). Two addi- 
tional patients described "prepanic" feelings—that is, 
they felt as if an attack were beginning but never fully 
developed. Although they met four of the 12 DSM-III 
criteria for a panic attack, they were not considered 
panickers because the symptoms were fleeting and a 
subjective sense of terror was not established. 

The control subjects experienced very mild anxiety 
and some somatic symptoms with CO; inhalation. 
These symptoms did not resemble panic. None of the 
subjects panicked in response to placebo. One control 
subject experienced mild anxiety with placebo; none of 
the panickers experienced any increase in anxiety. 

All five panickers described CO;-induced panic as 
very similar to their naturally occurring panic. There 
was no difference between the panickers’ mean+SD 
Acute Panic Inventory scores during 35% CO»-in- 
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Anxiety Self-Rating Scale Scores" 


p F (df=1, 7) p 
<.001 118.86 <,0002 
<.036 9.04 «.020 
«.006 17.43 <.004 

5.33 <.054 
11.67 <.011 

<.0004 38.11 <.0005 
<.017 38.11 <.033 


duced panic and those from their retrospective rating 
of a typical, spontaneous panic (24.6+6.5 and 
28.0+10.2, respectively). 

When we compared the Acute Panic Inventory 
scores of panickers and control subjects (table 1), we 
found a significant Condition by Time by Diagnosis 
interaction, indicating that panickers reacted more 
markedly to CO; than did control subjects. This same 
interaction was found when we compared the anxiety 
self-rating scale scores of the panickers and control 
subjects, indicating that panic disorder patients who 
panicked in response to 35% CO; reacted more mark- 
edly to CO; than to placebo and more markedly to 
CO; than did control subjects. A difference in baseline 
level for anxiety did not account for these findings. 


DISCUSSION 


This study suggests that double-breath inhalation of 
35% CO; and 65% QO» provokes panic attacks in 
panic disorder patients but not in normal control 
subjects. The panic provoked by 35% CO; appears to 
closely resemble patients’ naturally occurring panic. 
This finding is in agreement with those of previous 
investigators (1-4). 

Although these results must be viewed with caution 
because of the small number of subjects and the 
absence of double-blind procedures, they are consist- 
ent with the hypothesis (5) that panic disorder patients 
have abnormally sensitive CO; receptors. When chal- 
lenged with increased concentrations of CO;, these 
receptors are triggered and an extreme ventilatory 
response leading to panic ensues. The ability of 35% 
CO; to quickly induce panic raises the possibility that 
panic disorder patients have both peripheral and cen- 
tral hypersensitivity to CO;. 

This procedure is safe and simple, as long as only 
two breaths of CO»; are permitted. If panic after 
inhalation of 35% CO; proves to be specific to pa- 
tients with a history of spontaneous panic, this proce- 
dure will provide a valuable laboratory model for the 
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study of panic. If it can be made sufficiently sensitive, 
it may ultimately prove useful as an office-based diag- 
nostic procedure in the evaluation of many patients 
with pathological anxiety. 
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Lorazepam for Psychogenic Catatonia 


Sultana A. Salam, M.D., Ajit K. Pillai, M.D., and Thomas P. Beresford, M.D. 


Catatonia poses special diagnostic and 
management problems for the psychiatrist. The 
authors report three patients with psychogenic 
catatonia who received intramuscular lorazepam and 
experienced rapid resolution of their conditions. 

(Am J Psychiatry 1987; 144:1082—1083) 


L orazepam is a benzodiazepine with an intermedi- 
ate-length effect and a half-life of 10—20 hours. It 
is the only benzodiazepine with proven bioavailability 
after intramuscular injection (1). Fricchione et al. (2) 
reported its effectiveness in reversing neuroleptic-in- 
duced catatonia. Many reports (1—3) indicate its effec- 
tiveness in reducing akathisias, extrapyramidal symp- 
toms, and agitated states and as an anesthetic, 
anticonvulsant, anxiolytic, and hypnotic agent. As a 
facilitator of the y-aminobutyric acid (GABA) system, 
lorazepam is thought to act both in the limbic system 
and in certain layers of the cerebral cortex (3). 
Catatonia is a cluster of marked psychomotor dis- 
turbances of various etiologies. There are excited and 
retarded types, but we will focus on the the latter. 
Morrison (4) studied 250 cases of retarded catatonia 
and identified five major clinical signs: mutism, rigid- 
ity, negativism, posturing, and staring into space. 
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Fricchione et al. (2, 5) suggested a physiologic similar- 
ity between neuroleptic-induced catatonia and psycho- 
genic catatonia. They felt that neuroleptic malignant 
syndrome and lethal catatonia result from progression 
of those respective states. The following cases indicate 
a possible link between psychogenic catatonia and 
GABA systems. 


CASE REPORTS 


Case 1. Mr. A, a 67-year-old man, was admitted to a 
hospital department of medicine in an unarousable state. The 
results of physical and laboratory examinations and an ECG 
were normal. His blood alcohol level was zero, and a urine 
screen showed amitriptyline. There were no signs of antide- 
pressant toxicity. There were no identifiable neurological 
deficits, but Mr. A had exhibited waxy flexibility in the 
emergency room. The results of an EEG and CAT scan were 
normal. Mr. A remained mute and unresponsive for 3 days, 
at which point the psychiatry department was consulted. Mr. 
A was found lying in bed with his eyes shut, unresponsive to 
questions, and attempts to open his eyes were met with 
resistance. No waxy flexibility was noted; however, when his 
arm was elevated above his forehead and released, it fell to 
his side. A diagnosis of conversion disorder appearing as a 
catatonic stupor was made. He was given 2 mg of intramus- 
cular lorazepam, and within half an hour he was able to 
converse. He reported having "sex with a local girl" before 
admission and complained of impotency and a penile rash of 
recent onset. His past history indicated an episode of "brief 
reactive psychosis." Amitriptyline had been prescribed for 
back pain 2 years previously. The results of a mental status 
examination were unremarkable. The following day Mr. A 
had a recurrence of catatonic stupor; he received a second 


Am ] Psychiatry 144:8, August 1987 


dose of lorazepam, and the results were similar. He was 
maintained on oral lorazepam. A thorough evaluation for 
impotency revealed inhibited sexual excitement, which was 
the final diagnosis. Eight months later, Mr. A had made 
significant improvement and had had no relapses. 


Case 2. Mr. B, a 63-year-old man, was admitted for 
evaluation of muteness, anorexia, and immobility. He had 
undergone a right craniotomy for removal of a parietal 
meningioma 18 months earlier. Physical examination re- 
vealed a villous adenoma of the rectum, for which Mr. B had 
earlier refused surgery. The results of laboratory examina- 
tions, an EEG, and a CAT scan were normal. The neurology 
consultant could find no basis for this behavior. The psychi- 
atrist found Mr. B to be mute, staring about, and apparently 
ignoring the presence of the interviewer. No waxy flexibility 
was noted, and he did not resist examination. Family mem- 
bers reported similar behavior 6 years earlier after Mr. B had 
lost his job and 3 months earlier after the diagnosis of the 
rectal tumor. At this point, a diagnosis of conversion disor- 
der manifested as a catatonic stupor was entertained. 
Lorazepam, 2 mg intramuscularly, was given, and 30 min- 
utes later Mr. B was able to talk and reported feeling 
depressed because he viewed himself as a failure and as 
dependent on his sister. When questioned about his tumor, 
he denied having it but reported that his mother had died 
from a "stomach tumor." When questioned about his earlier 
muteness, he replied, “I just couldn’t talk.” The results of a 
mental status examination were essentially unremarkable. 
He did have symptoms of depression. The next day he 
relapsed after transfer to the psychiatry department, and he 
was treated with haloperidol and then with fluphenazine for 
2 weeks because catatonic schizophrenia was suspected. 
However, at our request 2 mg of intramuscular lorazepam 
was administered, after which Mr. B was able to converse 
and was ambulatory. He was maintained on oral lorazepam. 
Five months later his catatonia was still in remission. His 
final diagnosis was adjustment disorder with depressed 
mood. 


Case 3. Mr. C, a 34-year-old man without prior psychiat- 
ric history, was admitted for evaluation of withdrawal, 
mutism, and inability to walk, which had lasted 3 months. 
His psychomotor retardation was marked, and his speech 
was slow. He described a power controlling him, making 
him unable to walk or talk, but denied having hallucinations. 
His affect was flat, and his cognitive function was intact. The 
results of physical and laboratory examinations were nor- 
mal. An EEG revealed nonspecific slowing, and CAT scan 
results were normal. A diagnosis of catatonic schizophrenia 
was entertained. After admission, Mr. C became increasingly 
unresponsive, mute, and negativistic and refused to eat. 
Lorazepam, 2 mg intramuscularly, was administered, and 1 
hour later Mr. C spoke and ate dinner. He received a total 
dose of 10 mg of intramuscular lorazepam over 48 hours, 
and he visited with his family and ate well. During the next 
3 days, when lorazepam was withheld, he became unrespon- 
sive and withdrawn. He again received 2 mg of intramuscu- 
lar lorazepam, and the results were similar. Lorazepam, 2 mg 
b.i.d., and haloperidol, 10 mg b.i.d., were then prescribed 
because of persistent delusions of control. Mr. C continued 
to improve without further relapse. His final diagnosis was 
schizophreniform disorder. 
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DISCUSSION 


All three patients had signs of catatonic stupor 
without evidence for an organic etiology. The appear- 
ance of this behavior followed psychologically trau- 
matic events in cases 1 and 2. Atri and Julius (6) 
reported a case of catatonic stupor secondary to use of 
maprotiline hydrochloride and thiothixene in which 
the EEG suggested seizure activity. However, in our 
case 1 the EEG was normal, and amitriptyline could 
not account for the catatonic behavior. All three of our 
patients responded to parenteral lorazepam in a simi- 
lar fashion and within the same time range. In each 
case a relapse was noted when the effects of the drug 
wore off. Lorazepam seemed to disinhibit the inhibited 
behavior. 

We believe that lorazepam, acting as a GABA facil- 
itator, probably alleviated a dopamine blockage in the 
mesostriatal and mesolimbic systems, thereby stimu- 
lating the motor systems and releasing the inhibited 
catatonic behavior. There is evidence that GABA reg- 
ulates dopamine activity in the mesolimbic and 
mesostriatal systems (2, 7) and that dopamine is 
essential for motor activity (5). Similarly, injections of 
a GABA agonist (muscimol) in the caudal ventral 
tegmental area of rats result in motor activity, aggres- 
sion, and increased food intake, and this action is 
blocked by haloperidol (5, 7). We suggest that in 
catatonic states, parenteral lorazepam might be both 
diagnostically and therapeutically valuable. An aver- 
age of three parenteral doses appear to be required for 
prolonged effects. It is more practical and safer than 
either intravenous diazepam or amobarbital sodium, 
which have been used in such cases (8, 9). 
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Absence of Acquired Tolerance to Neuroleptics 
in Schizophrenic Patients 


Tom Palmstierna, M.D., and Bórje Wistedt, M.D. 


Development of increased tolerance to neuroleptics 
was investigated in 38 neuroleptic-respondent 
schizopbrenic patients. At 5- or 8-year follow-up, 
clinical global assessments were related to changes in 
neuroleptic doses. In 9396 of tbe patients gradually 
increasing tolerance could be excluded. 

(Am J Psychiatry 1987; 144:1084—1085) 


ong-term continuous treatment with neuroleptics 
has been shown to be an effective way of minimiz- 
ing the risk of psychotic decompensation in schizo- 
phrenic patients (1, 2). In spite of this benefit, long- 
term neuroleptic treatment has been criticized because 
of the side effects, mainly tardive dyskinesia (3). The 
question has also arisen as to whether increased toler- 
ance to the effects of neuroleptics develops after long- 
term exposure. Analogous to the postulated nigrostri- 
atal dopaminergic supersensitivity in tardive dys- 
kinesia, the term “‘supersensitivity psychosis,” or “‘tar- 
dive psychosis,” was introduced by Chouinard et al. 
(4) in 1978 to describe a clinical syndrome possibly 
related to a similar condition in the mesolimbic path- 
ways. Among the characteristics of this syndrome, it 
has been thought to be associated with the develop- 
ment of CNS tolerance to the antipsychotic effects of 
neuroleptics (5), which would have serious conse- 
quences for long-term treatment of schizophrenic pa- 
tients, since numerous patients would then need grad- 
ually increasing doses to prevent deterioration. 
This study was conducted to determine how com- 
mon gradually increasing tolerance is over a long time 
in a well-defined schizophrenic sample. 


METHOD 


In 1978 the total schizophrenic population younger 
than 66 years in the catchment area of Västerås 
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Central Hospital, Västerås, Sweden (approximately 
150,000 inhabitants) consisted of 255 individuals. To 
perform a double-blind withdrawal study, all patients 
in this population were included who were outpatients 
stabilized on continuous neuroleptic treatment for 
more than a year, did not abuse drugs or alcohol, and 
had undergone treatment with depot neuroleptics (flu- 
phenazine or flupenthixol) for at least the last 3 
months. Of the 41 patients who met these criteria, 38 
completed the withdrawal study, which has been pre- 
sented previously (2). In this study, these 38 patients 
were followed up 5 (and in some cases also 8) years 
after entering the withdrawal study. It was possible to 
follow up 29 patients; seven of the missing patients 
were dead, and the remaining two patients were not 
traceable for other reasons. Diagnosis was in accord- 
ance with Bleuler’s concept of schizophrenia, since 
research criteria, such as the Research Diagnostic 
Criteria (RDC), had not been introduced at the time of 
the withdrawal study. The patients’ records were re- 
evaluated later, and all the patients fulfilled the DSM- 
III criteria for schizophrenia. 

For each of the 29 patients a standardized global 
impression assessment was performed at the beginning 
of the study and at follow-up. The patients were 
assessed with operationally defined criteria on three 
items: employment status, type of residence (i.e., inde- 
pendent living, sheltered living, mental hospital, short- 
term hospitalization for psychiatric intensive care), 
and overt schizophrenic symptoms. Each item is scored 
on a 4-point scale. For the purpose of this study, the 
patients were classified as either “deteriorated” or 
“unchanged/better” since the time of entering the 
withdrawal study. A “deteriorated” patient was de- 
fined as a patient who had deteriorated in at least one 
of the global assessment items given at the beginning of 
the study. l 

For comparison, all neuroleptic doses were con- 
verted into haloperidol equivalents according to the 
method of Suy et al. (6). An increased dose was defined 
as an increase of at least ‘50% since the beginning of 
the study, and a decrease was defined as a decrease to 
two-thirds or less of the original dose. 

Serum levels of fluphenazine and flupenthixol were 
determined at steady state during treatment with depot 
medication before withdrawal in the original study. 

All patients were followed up 5 years after entering 
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the original withdrawal study. Patients who then either 
were classified as deteriorated or had increased doses 
of neuroleptics were also followed up 8 years after 
entering the study to determine whether these changes 
were temporary or not. Patients who were unchanged 
or better with the same or lower dose were not 
followed up again, since they could not have been 
subject to increased tolerance to their neuroleptics. 


RESULTS 


At the 5-year follow-up, 20 patients (69%) had 
doses equally or less potent than those at the beginning 
of the study and had unchanged or better clinical 
conditions. The remaining nine patients were also 
followed up 8 years after entering the study. At the 
5-year follow-up, four of these nine were unchanged or 
better and had increased doses. At the 8-year fol- 
low-up, they were all still unchanged or better and had 
no further increases in dose. These four patients all had 
serum neuroleptic levels in the lower part of the range 
of serum levels. For three of these patients, who were 
receiving fluphenazine at the beginning, a statistical 
test, the Mann-Whitney U test, could be performed. 
(The fourth patient in this category was the only 
patient from the original flupenthixol group; therefore, 
it was not possible to perform a statistical test.) In the 
test, these three patients had significantly lower serum 
fluphenazine levels than the other 14 originally receiv- 
ing fluphenazine (U=4, p<.05, one-tailed test). The 
mean+SD levels of the respective groups were 
0.67+0.13 and 1.30+0.49 ng/ml. 

At the 5-year follow-up, two of the patients were 
deteriorated and had decreased doses. At the 8-year 
follow-up, these patients had returned to their original 
clinical conditions and were still receiving doses lower 
than those at the beginning of the study. The remain- 
ing three patients had all deteriorated by the 5-year 
follow-up in spite of increased doses of neuroleptics. 
At the 8-year follow-up, one of these three patients had 
managed to return to her original clinical condition 
without any further increase in dose. The other two 
patients in this category were the only two patients in 
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the whole follow-up sample who needed gradually 
increasing doses, and they were both still deteriorated 
at the 8-year follow-up. 


DISCUSSION 


Our results from this long-term follow-up study of 
neuroleptic-respondent schizophrenic patients indicate 
that acquired neuroleptic tolerance is not common. 
Only two patients needed gradually increasing doses of 
neuroleptics; i.e., 27 (93.1%) of our 29 follow-up 
patients did not need gradually increasing doses to 
remain in a stable clinical condition or to prevent 
deterioration. Also, the need for increasing doses to 
remain stable throughout the study was probably due 
to pharmacokinetic factors, since these two patients 
had lower serum levels of neuroleptics than the other 
patients followed up. Of course, these findings cannot 
exclude the existence of tardive psychosis, but since 
one of its essential features is acquired tolerance to the 
effects of neuroleptics, our results contradict the as- 
sumption that this syndrome could be fairly common 
(5). On the contrary, our results tend to indicate that 
most patients can safely receive the same doses for long 
periods without a weakening in the effect of their 
medication. 
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New Female Perceptions of Parental Power 


John F. McDermott, Jr., M.D., Jane A. Waldron, Ph.D., Walter F. Char, M.D., 
June Ching, Ph.D., Satoru Izutsu, Ph.D., Eberhard Mann, M.D., 
Danilo E. Ponce, M.D., and Chantis Fukunaga, B.A. 


In a study of family roles, 85 adolescent sons and 


daugbters from 27 families initially attributed 
"power" roles to fathers and "support" roles to 
mothers. Three years later, daughters perceived 
power and support roles as shared, while sons still 
perceived the earlier dichotomy. 

(Am J Psychiatry 1987; 144:1086—1087) 


U ntil recently, normal adolescent development was 
generalized from clinical work with patients (1). 
Similarly, the psychology of women was traditionally 
judged against the standard of male personality. Stud- 
ies of men were generalized to women, who sometimes 
appeared as developmentally deficient men. Recently, 
Gilligan (2) has legitimized male-female differences as 
normal variations—e.g., whereas males traditionally 
interpret themselves in terms of “separateness,” fe- 
males traditionally operate through a sense of “con- 
nectedness" with others. However, even today current 
knowledge of maturation into young adulthood is 
based primarily on studies of middle-class Caucasian 
males; few, if any, studies have considered non-Cau- 
casian ethnic groups or compared males with females. 

This report is part of the ongoing Hawaii Family 
Research Project, which attempts to provide a firmer 
basis for understanding male and female personality 
development as well as family functioning. Previous 
reports have demonstrated normal variations of family 
attitudes and behaviors in different etlinic groups (3) 
and variations in defining goals related to autonomy 
and differentiation (4) and have also shown that young 
adolescent men and women differ in the rate, degree, 
and manner in which they achieve separation from the 
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nuclear family (5). While the latter findings have 
paralleled those of Gilligan, in this report we present 
data from a 3-year follow-up study that focus on the 
appearance of a new male-female difference during 
maturation. 


METHOD 


The Hawaii Family Research Project originally sur- 
veyed 407 families with a questionnaire aimed at 
identifying differences between ethnic groups (4) and 
the sexes (5). Twelve families from each of four ethnic 
groups were then selected for more intensive study (3). 
In the families selected, both parents belonged to the 
same ethnic group and were living together, there were 
at least two unmarried adolescent children in the 
home, and neither children nor parents had any obvi- 
ous psychiatric disorder or record with the law. Of 
these 48 families, 27 were available for follow-up after 
3 years ($4 parents and 85 offspring, 47 sons and 38 
daughters). 

Scores on the California Personality Inventory 
placed the entire sample within the broad category of 
normal, functional, and healthy. Socioeconomic rat- 
ings placed the families in a broad middle-class cate- 
gory. : 

The focus of this report is on the 3-year follow-up of 
selected data from the sociogram, which were sub- 
jected to chi-square. analysis. Each family member 
independently completed a 20-question sociogram 
questionnaire designed for the research project to 
examine intrafamily relationships. Each subject was 
asked to identify a family member—“mother, father, 
brother, sister, self, or no one"—for 20 specific family 
roles (see table 1 for sample questions). For the pur- 
pose of analysis, the questions were grouped into the 
categories of power, support, intimacy, and indepen- 
dence. Those relating to power and support will be the 
focus of this report. Each family member completed 
the sociogram twice, first during the initial phase of the 
intensive study of 48 families and again 3 years later in 
the follow-up of the 27 available families. 

The limitations of both the sociogram and the 
subject sample are recognized. The sociogram ques- 
tionnaire is a forced-choice subjective assignment of 
family roles, not an ‘objective record based on family 
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TABLE 1. Parent Identified by Sons and Daughters as Filling Family Power and Support Roles in Initia! and Follow-Up Surveys of 27 Families 


Offspring’s View of Parental Role 


Sons (N=47, average age at follow-up=23.3 years) 
Power roles 
Who is the most responsible? 


Who exercises the strongest influence in family decision making? 


Who could best solve a money problem? 
Support roles 
To whom would you go to discuss a serious problem? 
Who always has the best interests of the family in mind? 
Who is most apt to notice when you have a personal problem? 
Daughters (N=38, average age at follow-up=23.2 years) 
Power roles 
Who is the most responsible? 


Who exercises the strongest influence in family decision making? 


Who could best solve a money problem? 
Support roles 
To whom would you go to discuss a serious problem? 
Who always has the best interests of the family in mind? 
Who is most apt to notice when you have a personal problem? 


*One-sample comparison of observed and expected responses. 
*.01. 
ba 02. 
Question included only in follow-up survey. 


behavior. Furthermore, the sample size is limited and 
confined to middle-class families. 


FINDINGS 


Significant differences between sons and daughters 
were found to emerge over the 3-year study period (see 
table 1). Initially, both sons and daughters differenti- 
ated between their parents for major family functions, 
choosing mothers for support roles and fathers for 
power roles. After 3 years (from late adolescence to 
young adulthood), both sons and daughters continued 
to view their mothers as the major support figures. 
However, while the sons continued to differentiate 
between their mothers and fathers in assigning major 
roles of support and power, the daughters did not 
distinguish between their mothers and fathers for 
power roles, choosing one as often as the other. 


DISCUSSION 


What can we make of this finding? It extends 
Gilligan's work in suggesting that young males con- 
tinue to remain role oriented as they mature, while 
young women begin to shift from this orientation. It 
suggests a persistent perception in our young men of a 
sharp male-female boundary for the major family role 
of power, while our young women became less able or 
less willing to make such sharp role distinctions. 

The specific shift to a less differentiated perception 
of power distribution by the young women in our 
study supports the contemporary notion of social 
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Initial Survey Follow-Up Survey 








Parent Parent 
Most Often x Most Often x 
Identified (dí22)* Identified (df=2)* 
Father 8.72? Father 7.915 
Father 7.20° Father 14.25? 
Father 17.36? 
Mother 5.57 Mother 9,48? 
Mother 9.77? Mother 8.27 
Mother 15.75? Mother 16.75? 
Father 8.78? Equal 5.12 
Father 23.44? Equal 9.68 
Mother 3.56 
Mother 38.115 Mother 8.82? 
Mother 23.23 Mother 3.70 
Mother 35.41? Mother 13.73 b 





change toward functions no longer clearly split by sex. 
Our female subjects may reflect a need for change, 
rejecting the traditional assignment of power to males, 
while the males hold on to role perceptions that have 
traditionally given them power and status. 

This finding may suggest a difference in the way 
young men and women are separating from their 
families of origin. This process may be changing more 
rapidly in females than in males—as reflected in their 
greater perception of change in the traditional distri- 
bution of power in the family—and has implications 
for their own future family roles. 

These data support the notion of a shift toward 
merging family roles in young women but not young 
men. This may herald an era of greater compatibility 
and equality of the sexes, but it may also foretell an era 
of friction between the sexes until a new balance is 
established. Further research may provide more spe- 
cific answers to these questions. 
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PSYCHOTHERAPY 


Making Contact: Uses of Language in Psychotherapy, by 
Leston Havens. Cambridge, Harvard University Press, 1986, 
195 pp., $18.50. 


This highly original book, filled with illuminating clinical 
examples, is actually a primer of grammar and rhetoric for 
the psychotherapist. Leston Havens has gone well beyond 
our usual descriptions of therapeutic interventions as inter- 
pretations, confrontations, clarifications, etc. He has devised 
a systematic classification of the language of therapy based 
on the core aims of reaching and freeing the patient to 
develop an esteemed self capable of a broader range of 
hopes, feelings, and actions. Uniquely, as far as I know, he 
has developed a theory of therapeutic rhetoric to help 
therapists choose their words, phrase their sentences, and 
modulate their tone of voice and manner of speech to achieve 
specific therapeutic goals. Havens’s therapy is entirely rooted 
in psychoanalytic theory and particularly influenced by the 
existential and interpersonal schools, but he acknowledges 
his debt to Freudian ego psychology, object relations theory, 
Winnicott, Kohut, and others. In Havens’s hands, this 
breadth of theoretical views is not a simple eclecticism but 
the carefully considered base for his theory and description 
of the mode of action of therapeutic interventions. We are 
also given glimpses of the work of an artist-therapist who has 
crafted a personal style of great power and who consistently 
provides the data on which his new ideas are based. 

The core of this volume is Havens’s description of three 
forms of therapeutic language—empathic, interpersonal, and 
performative. About each of these Havens has important 
insights and gives helpful descriptions of how to say things to 
different patients at various stages of treatment. For exam- 
ple, in the section entitled Empathic Language, he says, 
“Cognitive empathy, where the therapist silently completes 
the patient’s sentences, is both the most precise and the least 
used method of testing. It is a form of mind reading” (p. 27). 
He describes a number of types of empathic statements, one 
of which is the “imitative statement." Here the therapist 
speaks in the first person for the patient in the persona of the 
patient. For instance, the therapist might say, “Can I love 
him?" and * Aren't I beautiful?" to a young woman, voicing 
her thoughts, or, "Why can’t I be loved?” and “What can 
one expect of this bloody world?" and “I have no rights" to 
a young man, voicing his unspoken thoughts. To me, such 
interventions at first seemed startling, and I felt that they 
were somewhat manipulative, perhaps infantilizing. I could 
imagine Dr. Havens saying these things, but I could not 
imagine myself doing so. By the end of the book, however, as 
I appreciated the powerful consistency of Havens's deter- 
mined effort to make contact with the patient at the point 
where the patient exists emotionally and interpersonally, 
these phrases began to seem appropriate and perhaps possi- 
ble even for me. 

Another form of empathic statement that Havens de- 
scribes is "translations": “A translation is the rendering of 
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the patient's state of mind into words. The most succinct of 
these translations are ... exclamations ... such as ‘How 
wonderful" or ‘Terrible? said with appropriate feeling" (p. 
44). Havens is interested in using language in ways that 
match the affective experience of his patients, and he doesn't 
hesitate to instruct that “declarative sentences, such as 
"That's awful,’ must be said expressively in order to do their 
empathic work" (p. 45). There is nothing laid-back about 
Havens's therapeutic recommendations, and he is not ro- 
mantic about the doctor-patient relationship: "It is not 
enough to say that psychotherapy depends on respect, even 
appreciation .... A central contention of this book is that 
power can only be opposed powerfully, meaning that the 
therapist must have power and use it. Empathy may be 
necessary to find the patient, but then the patient may need 
to be defended against overpowering forces—or patient and 
therapist may need to be defended against one another" (p. 
88). It is refreshing to find this stated so clearly. 

Each section of this book is packed with descriptions and 
examples, and I can give only a hint of its clinical richness. 
There are clear descriptions of interpersonal language (those 
statements intended to modify the relationship to another 
person, especially the therapist) and performative language 
(statements intended to change something outside oneself), 
including their psychodynamic rationale, instructions for 
their use, and illustrations with exquisite clinical vignettes. 
Havens offers fascinating discussions on the treatment of 
very sick paranoid and schizoid patients and on the handling 
of the transference psychosis. From his own experience, he is 
passionately convinced of the power of psychotherapy, and 
he believes that too many therapists are using medication 
and electricity in lieu of sharpening the psychotherapeutic 
skills that might enable them to treat their patients. 

This volume is clearly the result of a lifetime of experience. 
It systematizes and categorizes what a wise (and, perhaps in 
spite of himself, a charismatic) therapist does to help his 
patient. Some inconsistencies in theoretical viewpoint be- 
tween the beginning and end of the book undoubtedly reflect 
the gestation time of this work and in no way damage the 
presentation of the major themes. The writing is admirably 
lucid and simple, and those of us with less experience—or 
less sheer therapeutic talent—may be beguiled into thinking 
we can quickly achieve the therapeutic dexterity of the 
master therapist that Havens is. The intricacy of an art is not 
always apparent on its surface. Havens is recommending 
powerful medicines, and the inexperienced therapist is well- 
advised to proceed with caution before trying to imitate him. 
Even the most experienced therapist, however, will learn new 
things, will rethink the ways he or she talks to patients, and 
will do better work after studying this book. Besides its 
obvious clinical value, this monograph opens the way to new 
and better study of the effective elements of therapeutic 
action. This is a most important contribution and I highly 
recommend it. 


ARNOLD M. COOPER, M.D. 
New York, N.Y. 
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Practical Psychotherapy, by Myron F. Weiner, M.D. New 
York, Brunner/Mazel, 1986, 314 pp., $30.00. 


What does one do if one does not know what to do? Let’s 
say, in treating patients who cannot afford, do not want, or 
are unsuitable for psychoanalysis or, for that matter, psy- 
choanalytically oriented long-term or even short-term 
psychotherapies—patients with physical illnesses, psychosis, 
or severe borderline disorder? What Dr. Weiner describes in 
detail in this book as repressive and ego-supportive 
psychotherapies are practical guidelines for dealing with 
such patients. 

The author begins by providing some basic information on 
psychopathology, sprinkled with a number of schemata that 
portray psychological developments and adaptations, con- 
flicts, and models for health and illness as a useful prelude to 
the establishment of a frame of reference for his practical 
approach to psychotherapy. However, the appendix provid- 
ing four psychometric tests at the end of the book is rather a 
non sequitur. The substance of the book is in between these 
two and filled with clinical examples and wisdom. 

Dr. Weiner’s book on practical psychotherapy comes with 
high praise from two noted clinician-teacher-scholars—Irvin 
D. Yalom and Benjamin J. Sadock—and rightly so. In the 
finest tradition of Adolf Meyer and Jules Masserman, Dr. 
Weiner’s book is embedded in psychobiological and 
biodynamic approaches and provides guidelines for the 
treatment of patients who are less likely to benefit (if not be 
harmed) by typical psychoanalytical techniques. Although he 
believes that thoughts, feelings, and behavior are influenced 
(not determined) by unconscious motivation and conflict, 
Dr. Weiner does not support the resolving of conflicts 
through regression, transferential neuroses, or insight. In 
fact, he could have named the book Against Regression or 
Against Insight. 

Dr. Weiner blends the work of humanists such as Carl 
Rogers and Heinz Kohut and existentialist therapists such as 
Irvin Yalom to propose that the therapist should experience 
the patient as a real person (and vice versa), help to integrate 
the patient’s sense of self, and teach coping skills through 
interactional feedback. After all, psychotherapy is a form of 
education. 

The literature on psychoanalysis and psychotherapy is 
heavily inundated with writing on the theory of mind. 
Occasionally, one comes across a book written by a real 
clinician who sees real patients and offers unapologetically 
unorthodox but practical suggestions to the really bewil- 
dered therapist. This is such a book. Here, "practical" means 
incorporating intrapsychic, interpersonal, and milieu thera- 
pies and pharmacological interventions and, at times, siding 
with the neurotic needs of the patient, manipulating the 
patient’s environment, directly teaching, and encouraging 
repression. Myron Weiner’s therapist is not equidistant from 
the ego, the superego, and the id as a neutral observer, 
clarifier, and interpreter. In fact, his therapist may join with 
one or the other, temporarily or permanently, depending on 
the patient’s strengths and pathology. He or she may encour- 
age obsessive patients to feel, may encourage histrionic 
patients to think, may accept a paranoid patient’s view of the 
world, and may challenge the depressive patient’s view. 

How does one do.all this and still manage the 
transferential entanglements? Dr. Weiner considers the inter- 
active style of ego-supportive psychotherapy a form of 
optimal transference gratification, which may help limit both 
eroticized transference and negative transference. The ther- 
apist, by being helpful, stimulates these positive feelings 
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toward himself or herself. Meanwhile, enough of a barrier is 
maintained to prevent the therapy from becoming a social 
relationship. Tough task. Could only the ideal tkerapist, 
described in detail in the book, accomplish this? Is there not 
a negative transferential disposition that even an ideal ther- 
apist could not avoid without premature termination or 
compromise of the therapy? 

Its clinical reality and practicality are no doubt the 
strengths of this book. In an effort to be "ego-suppor:zive" to 
his readers, Dr. Weiner also provides a theoretical scheme to 
condense and simplify matters for easier learning; this, 
however, appears to go beyond the state of the ert and is 
somewhat confusing. He makes a distinction between ego- 
supportive and ego-repressive types of psychotherapy, using 
the latter term where others would simply use the term 
"supportive." There is even a technical point that ! believe 
actually contradicts Kernberg's own description of his work 
with patients with borderline disorder. On page 182 Dr. 
Weiner states that Kernberg's studies conclude that an 
ego-supportive therapy offers more hope than a repressive 
therapy for patients with severe personality disorders. It is 
my understanding that Kernberg stated, rather, that support- 
ive therapy is contraindicated in favor of a "purely expres- 
sive approach" (1). 

In all, however, Dr. Weiner's book is very helpful. 
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Therapeutic Factors in Group Psychotherapy, by Sidney 
Bloch and Eric Crouch. New York, Oxford University Press, 
1985, 325 pp., $27.95. 


This scholarly book presents a critical evaluation of clin- 
ical lore, theory, and empirical data concerning the process 
elements of group psychotherapy that exert beneficial influ- 
ence on group members. Beginning with a thorough presen- 
tation of the history of group psychotherapy, Bloch and 
Crouch trace the development of contemporary 
conceptualizations of the therapeutic factors in group psy- 
chotherapy. They critically examine nearly 100 clnical and 
analogue research investigations, giving special emphasis to 
methodological quality, soundness of conclusions, and ap- 
plicability to clinical practice. A notable feature is the 
summarization of these studies in an appendix that high- 
lights the subjects, methods, and findings in an extended 
table, thus avoiding unnecessary saturation of the text while 
facilitating overview and comparison. 

To the authors’ immense credit, they focus on the common 
mechanisms of therapeutic change rather than dwelling on 
theoretical, stylistic, or technical disagreements. Ten thera- 
peutic factors (insight, learning from interpersonal interac- 
tion, acceptance, self-disclosure, catharsis, guidance. univer- 
sality, altruism, vicarious learning, and instillatior: of hope) 
are each carefully defined and critically evaluated in terms of 
relevant theory and data. This fine-grained analysis differen- 
tiates and extends previous constructs, showing {actors to 
consist in an enormously complex set of subfactors. How- 
ever, the sum total of empirical knowledge distilled from this 
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analysis is quite modest. Bloch and Crouch essentially con- 
clude that “some form of insight appears to be linked to 
improvement; acceptance and self-disclosure are also rele- 
vant, though to a lesser degree. .. . Guidance and vicarious 
learning emerge repeatedly as unhelpful components in all 
types of group treatment" (p. 247). Unsatisfying though such 
conclusions are, we are nonetheless disabused of unproven 
notions about the presumed agents of therapeutic change. 

Bloch and Crouch offer important suggestions for future 
research, such as clear operationalization of concepts, cross- 
validation of studies, and an intensive focus on the measure- 
ment of process phenomena. However, the major limitation 
of this line of research may not be of a technological nature 
but, rather, may be a consequence of the basic conceptuali- 
zation of therapeutic factors as “a finite number of elements 
distinguishable from one another by virtue of their highly 
specific effects on the group member" (p. 2). Although this 
view fits our contemporary research Zeitgeist, the nature of 
behavioral mechanisms may ultimately preclude specifica- 
tion of such a set of discrete factors. It seems unlikely that 
any researcher will be able to make statements about specific 
therapeutic factors which are not endlessly contingent on 
further statements about the other conditions and character- 
istics which make up the total system of the group and within 
which the group functions. Bloch and Crouch wisely ac- 
knowledge the ultimate unsuitability of examining any factor 
in isolation, yet their analysis of the published literature on 
interaction of discrete factors yields little additional knowl- 
edge. Nonetheless, these authors believe that this accepted 
paradigm, with certain procedural improvements, can even- 
tually tease apart the therapeutic mechanisms into discrete 
elements. 

These reservations notwithstanding, this thoughtful vol- 
ume presents a thorough compendium of the relevant re- 
search. Although clearly not intended as a “how-to” book, it 
does contain substantial material of use to clinicians as well 
as to educators and researchers. Bloch and Crouch are 
obviously independent thinkers who do not shrink from 
drawing warranted conclusions or from offering reasonable 
conjectures regarding ambiguous or contradictory research 
data. Their methodical, incisive approach will sharpen our 
concepts and encourage us to critically rethink our notions 
about the therapeutic factors in group psychotherapy. 


MICHAEL THACKREY, PH.D. 
Nasbville, Tenn. 


Psychology of the Self and the Treatment of Narcissism, by 
Richard D. Chessick, M.D., Ph.D. New York, Jason 
Aronson, 1985, 358 pp., $35.00. 


Except for the demands of reality, I was unable to put this 
book aside. The author is a scholar, a teacher, a clinician, 
and a writer of substance. His goal here is a comprehensive 
introduction to Heinz Kohut's "psychology of the self? and 
the clinical treatment of narcissism, and he succeeds hand- 
somely. The book is well organized and readable. Its four 
sections cover different aspects of narcissism, Kohut's work, 
clinical applications, and clinical evaluations. 

Chessick places Kohut's views in historical perspective by 
comparing and contrasting them with those of Freud, 
Melanie Klein, Kernberg, Lacan, Fairbairn, Balint, and many 
other theorists and practitioners. Chessick presents Kohut's 
theories clearly and objectively. The case of Mr. Z, which 
solidified Kohut's orientation, consisted of two analyses; the 
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second is considered "successful" with a follow-up of 10 
years and illustrates his technique. As Chessick explains, 
mothering is emphasized for the formation of “self.” Animal 
desire, not libido, is the human "force." The supraordinate 
bipolar self, which is the central mental structure, is com- 
posed of the grandiose self (ambition) and the internalized 
idealized parent (guide and ideals). Especially controversial is 
the caring concept of empathy, “the indispensable tool of 
observation.” By transmuting internalization of the transfer- 
ence through understanding, explanation, and its natural 
healing power and without active soothing, it corrects 
threats to the nuclear self. Kohut rejected the Oedipus 
complex as the nucleus of character disorders and narcissism 
and was critical of the authoritative, aloof traditional ana- 
lysts and their middle-class values. Cure, he insisted, is not as 
dependent on cognition and interpretation as it is on empa- 
thy. Cure results in the capacity for achievement, pleasure, 
and making the right choices. 

Chessick describes the criticism of Kohut’s work by ana- 
lyst theorists as "bitter." Critics claim that Mr. Z's two 
analyses were really one, and, if "successful," the second 
analysis was more properly performed. Critics also charge. 
that Kohut's new words are simply changes of Freudian 
terminology and that his ideas are unclear, ambiguous, and 
mystical. Empathy is nonanalytic, noninterpretative, and 
noninsightful, contaminating the transference and resulting 
in a collusion between patient and analyst to hide oedipal 
hostility. Therefore, it is not psychoanalysis. Chessick states 
that this conclusion is as much political as it is theoretical. 

The struggle is not new. Patients, like the character in 
Macbetb, seek a "sweet oblivious antidote," and the 
physicianly drive is to provide it. Freud (1) warned about 
transference cures and recommended the "gold of analysis 
and the copper of suggestion" for wider clinical analytic 
application. Alexander argued that his corrective emotional 
experience was not a "flight into health" (2). Chessick 
declares he is not a disciple of Kohut, but he concludes that 
“self-psychology seems to work consistently." To my knowl- 
edge, no systematic study of any psychotherapy has included 
control subjects, dropouts, treatment failures, and a statisti- 
cally significant number of patients to provide scientific 
validity of any cure. Nevertheless, cures are claimed. The 
10-year follow-up of Mr. Z, which fulfilled Kohut's defini- 
tion of cure, does not prove the validity of his method. Nor 
does claiming something to be psychoanalysis make it psy- 
choanalysis. 

To the “purists,” Chessick claims, Kohut holds a smoking 
gun. The reaction is "fierce" and “bitter” criticism, whereas 
in other scientific ventures, the debate is called “spirited.” It 
is probable that empathy may make psychoanalysis more 
applicable and palatable for those patients who are unsuited 
for “purist” analysis. Patients with the same diagnoses still 
vary, and analysts with similar training also vary. Kohut, a 
most charismatic, devoted, and caring therapist, recognized 
the need for empathy. His use of psychodynamics with 
empathy could be psychoanalysis with a parameter, but he 
eschewed fundamentals of psychoanalysis and so, according 
to the strict interpretation of the "purists," his concepts led 
to transference cure. Having been reared in psychoanalysis 
and convinced that it provides the best understanding of 
psychopathology, I agree. Empathic attention is timely, 
however. It is a welcome permission for warmth to patients, 
to trainees, and to practitioners without active “soothing.” 

Chessick's book is a gem. All psychotherapy students and 
practitioners of all persuasions will find it helpfully informa- 
tive and stimulating. 
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A DSM-III Casebook of Differential Therapeutics: A Clinical 
Guide to Treatment Selection, by Samuel Perry, M.D., Allen 
Frances, M.D., and John Clarkin, Ph.D. New York, Brun- 
ner! Mazel, 1985, 370 pp., $37.50. 


This book is a follow-up volume, developing on ground 
initially laid in Differential Therapeutics in Psychiatry (1). 
The authors’ current effort is excellent, and I highly recom- 
mend this book to all practitioners interested in general 
psychiatry. It is filled with sound clinical precepts, consistent 
practical wisdom, and an overall tone of logic and compas- 
sion. The similarity of the text’s organization to the psychi- 
atric specialty Board examinations may give it a particularly 
strong appeal for those psychiatrists preparing for this 
examination (especially part Il). 

The text is organized into sections and chapters that 
parallel the organizational scheme of DSM-III itself (for 
example, there are sections entitled Organic Mental Disor- 
ders, Substance Use Disorders, Schizophrenic Disorders, 
etc.). Specific chapters within a section are devoted to various 
DSM-III diagnoses, and all discussions are anchored to 
specific, invariably well-selected clinical cases. In each chap- 
ter, the authors propose a DSM-III diagnosis (along each 
axis) and discuss a differential treatment plan that flows 
logically from the facts of the case. In these discussions, I 
believe, one finds the book's greatest contribution and 
strength. The treatment plans in these chapters address 
therapeutic strategy in DSM-III language, but the plans 
themselves are never stereotyped or "cookbook." This lack 
of reductionism is critical, in my view, at this stage in 
psychiatry's history and may be especially critical in a text 
purporting to apply treatment strategies derived from a 
purely phenomenologic source (DSM-III). 

The book has 16 chapters covering what the authors 
regard as important DSM-III diagnoses. No attempt is made 
to be encyclopedic. Rather, emphasis is based on clinical 
relevance, so that some diagnoses (e.g., alcoholism) get more 
than one chapter, and other diagnoses are not specifically 
addressed (e.g., multiple personality). Some readers may 
regard the book as flawed in this regard (it is not compre- 
hensive), but 1 regard the pruning that the authors have 
undertaken as valuable. In my view, this renders the book 
more pertinent and readable. Those seeking an encyclopedic 
text can, and should, look elsewhere. 

The chapters have titles that may remind some of a series 
of novels by Erle Stanley Gardner: “The Case of the Disrup- 
tive Daddy" and "The Case of the Love Junkie," for 
example. This attempt to capture the reader’s interest may 
strike some as too “cute,” but I believe serious readers 
should not be deterred. The case format is, 1 think, an 
attempt to anchor theoretical discussion firmly in the com- 
plex and genuinely fascinating realm of real people in 
believable human contexts, just as psychiatrists encounter 
them. Although the chapter titles may seem too catchy, the 
case vignettes themselves are well developed and show 
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unmistakable verisimilitude. The cases are clear and well 
written. Their presence at the outset of each chapier defi- 
nitely draws the reader in. The chapters then have much to 
teach. 

The book has been well edited for style and is unusually 
clear and well written compared with most texts. It manages 
to be lively while still covering the facts. To an extent 
unusual in multiauthored texts, there is stylistic consistency. 

The greatest value of the book for me personally lav in the 
considerable wisdom and clinical common sense of the 
authors. The book strikes me in some ways as sirlar to a 
series of high-quality clinical grand rounds. The authors 
address a range of diagnoses and clinical material with 
intelligence, up-to-date knowledge, and perspective. In this 
regard, I found the first chapter of the book to be so newhat 
anomalous, addressing theory and pedagogical pulosophy 
with far less clinical immediacy than the remaining caapters. 
Perhaps there are those who will find this first chapter 
clarifying, but I fear it may be off-putting to reade~s like me 
who learn best "at the bedside.” Many readers tend to 
cathect a book, if they are going to, in the first chapter. It 
would be unfortunate if some individuals ended vp putting 
the book away prematurely because of the appareat density 
of its opening pages. 

A more undebatable drawback to the book is its lack of 
indexing. I found the book valuable enough tha: I later 
sought its counsel regarding a specific clinical situation. 
Looking for an index, I found there was none. This book is 
good and deserves better referencing. 

In summary, this volume builds on the previous volume 
written by the authors. It does so by applying sophisticated 
clinical reasoning, based on DSM-III conceptualizations, to 
actual clinical material. The text succeeds in doing this in a 
lively, vivid, stylistically satisfying manner that will ^o'd the 
interest of potential Board examinee and advanced psychi- 
atric clinician alike. It is an excellent book thet will be 
improved in later editions by the addition of a good index. 
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Piagetian Dimensions of Clinical Relevance, by Hugi Rosen. 
New York, Columbia University Press, 1985, 255 pp., 
$30.00. 


The concept of basing a general theory of psychopathol- 
ogy on the work of the Swiss cognitive psychologist Jean 
Piaget seems to me an unlikely venture for severc! reasons. 
Not the least of these stems from my one persona exposure 
to Piaget when I heard his plenary address to the American 
Psychoanalytic Association in 1970. To that forum Piaget 
confessed that his interest in psychopathology had been 
greatly limited by his response to his mother's severe mental 
illness, which he felt had made him phobic about psychiatric 
conditions. Furthermore, his work, although developmental, 
always concentrated on the sequence in which crildren's 
cognition can be seen to develop without reference to their 
emotional stability or the stability of the parental environ- 
ment. Piaget's work, although “objective” in studying the 
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process of how our thinking capacities develop, is nonethe- 
less the result of his study of his own children. He presented 
them with a series of tasks that in turn would demonstrate 
limitations in their capacity to think abstractly at various 
ages. Individuals with the view that cognition rather than 
affect is central to the human condition are more likely to 
entertain the idea that the results of such observations could 
possibly generate a meaningful system or theory of psycho- 
pathology. Therefore, there is is an unavoidable conflict with 
theorists who concentrate on the early developmental matrix 
in terms of drives or object relations evolving around the 
dual affective axes of love and aggression and resulting in the 
formation of either a healthy or a pathological self. 

Hugh Rosen, the author of this promisingly titled book, 
although stressing Piaget’s view that affect and cognition 
cannot develop separately, ascribes a central position to 
cognition in the etiology of psychopathology and in its 
psychotherapeutic amelioration. It is unclear, however, that 
this position represents what Piaget himself would have put 
forward with regard to psychopathology and psychotherapy. 
Rather, it appears to be the result of Rosen’s application of 
Piaget's work to these, for Piaget, “foreign territories." The 
reader will find an excellent summary of Piaget’s observa- 
tions and theories about the stages of cognitive development. 
Furthermore, Rosen supplements Piaget’s findings with those 
of other workers in the area of cognition who have expanded 
Piaget’s contribution or contributed original ideas of their 
own. The book contains useful summaries of Kohlberg, 
Gilligan, Kegan, and Greenspan, to name a few. 

The most significant chapter in the book for most readers 
of this journal is “Piagetian Perspectives on Psychotherapy 
and Other Interventions.” Here Rosen intends to satisfy the 
promise of the title and give those of us whose central 
orientation is that of clinical practice a chance to evaluate the 
way in which the previous five chapters of information can 
be used. Despite the presence of a subsection entitled Inte- 
grating Piaget and Psychoanalysis, Rosen ignores the funda- 
mental contradictions between depth-oriented, dynamic psy- 
choanalytic approaches and those of so-called cognitively 
oriented schools. Although the psychoanalysts he quotes, 
such as Greenspan and Anthony, have been drawn to the 
concept of developmental stages, they have not retreated 
from the centrality of emotions, particularly those related to 
early figures in the child’s emotional life and development. 

Rosen views Beck’s “cognitive therapy” as the ultimate 
expression in psychotherapeutic technique of Piagetian the- 
ory. Beck’s cognitive therapy, with its emphasis on unhealthy 
patterns of thinking as sufficient to satisfy etiological ques- 
tions, is a form of therapy that can be effective with a large 
range of patients who are amenable to a relatively short-term 
attempt to influence their emotional suffering. Although it 
has an appeal as a relatively simple approach to 
psychoneurotic problems, it can in no way offer itself as a 
major competitor to more depth-oriented dynamic orienta- 
tions. 

In my opinion, Rosen is too eager to connect Piaget with 
current cognitive therapies. Although these therapies un- 
doubtedly have some clinical effectiveness and relevance, the 
implication that they can stand on their own as systems or 
theories of psychotherapy ignores 85 years of theoretical 
development within psychoanalysis. It is unclear that Piaget 
would approve of such an omission. It is probable that in 
another interpretation of Piaget’s relevance to dynamic psy- 
chotherapy, an adaptation of stages of emotional growth 
could be arranged in a system parallel to that devised by 
Piaget for cognition, Whether and to what extent this would 
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differ from Anna Freud’s developmental profile would be 
interesting to speculate on. 

This book illustrates the problem of competition between 
forms of psychotherapy. Competition, by its very nature, 
may be inevitable and useful in the development of 
psychotherapeutic techniques. However, when, as in this 
book, an author pays inadequate attention to important and 
fundamental developments that preceded the “new” contri- 
bution, the result is to devalue established clinical therapeu- 
tic principles of theory and technique. Rosen states that "the 
Piagetian paradigm does not require of the clinician that he 
abandon what he already believes and practices in favor of 
the cognitive, structural, developmental perspective." How- 
ever, he adds that the paradigm does “beckon him to 
coordinate this perspective with his current orientation in 
order to reequilibrate towards a higher level of equilibrium.” 
This statement seems to invite clinicians to add Piaget and 
cognitive therapy to their technical and theoretical knowl- 
edge as if their current theoretical orientation were unsatis- 
factory and deficient. Such an assertion denies the degree to 
which the ability to think well, accurately, and abstractly 
has, historically, always been viewed as the product of a 
successful psychoanalytic psychotherapy. The proof that 
Piaget’s theories of cognition contribute meaningfully to our 
clinical work fails in this book because of Rosen’s lack of 
attention to the depth of contributions within the area of 
dynamic psychotherapy that precede and should inform his 
interpretation of the role of cognition in psychotherapy. 
Unfortunately, although this book provides a good summary 
of the work of Piaget and his followers in the area of 
cognitive research, readers searching for convincing “clinical 
relevance” will be disappointed. 


HENRY J. FRIEDMAN, M.D. 
Cambridge, Mass. 


NEUROPHARMACOLOGY 


Drugs in Central Nervous System Disorders, edited by David 
C. Horwell, New York, Marcel Dekker, 1985, 332 pp., 
$65.00. 


Books on clinical neuro- and psychopharmacology are not 
uncommon, but good ones are. So we naturally wonder 
whether this new contender might supplement or even 
replace the standard texts by Baldessarini (1) and Hollister 
(2) on the clinician's bookshelf. After all, the editor’s preface 
promises that the book will “review and update the infor- 
mation available from the literature on the major drugs used 
in the treatment of disorders of the central nervous system” 
and that the focus will be on the drugs’ “efficacy, major 
side effects, dosage, mode of action, preferred routes of 
administration, and the special features that affect their 
pharmacodynamic, pharmacokinetic, and metabolic fates.” 
Now, there’s a book we could really use if it delivered the 
goods. 

But it doesn’t. Uneasiness first sets in when we notice that 
the editor is a medicinal chemist rather than a clinical 
pharmacologist or an academic physician. Then there’s the 
peculiar choice of drugs covered and the wildly vacillating 
depth of coverage. Antidepressants and centrally acting 
analgesics are afound as expected, but anxiolytics and 
anticonvulsants are represented solely by the benzodia- 
zepines and the barbiturates. Neuroleptics have a chapter of 
more than 100 pages, but lithium receives two pages, L-dopa 
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gets one, and clonidine, methylphenidate, L-tryptophan, and 
ergoloid mesylates have two lines each. Phenytoin, carba- 
mazepine, valproate, blockers, cyproheptadine, and antimi- 
graine drugs—not exactly obscure or obsolete CNS medica- 
tions—are absent altogether. A puzzling chapter on “Drugs 
Used in the Regulation of Endocrine and Motor Activity” (a 
novel pharmacological category) covers about 20 pages and 
includes relatively long sections on drugs for benign breast 
disease and polycystic ovary syndrome, the author’s defini- 
tion of the CNS apparently being unusually broad. 

The chapter contents prove to be a similar disaster. Instead 
of the promised clinical focus on dosage, pharmacodynam- 
ics, metabolism, and so forth, we get digressions on the 
mouse writhing test and the mouse hot plate test for analge- 
sics, an outdated classification of depressive disorders, and 
an endless series of overdetailed tables on what neuroleptic 
compounds do or don’t do to apomorphine-induced stereo- 
typy and spiperone binding in rats. The final chapter, a 
superficial run-through of “Drugs of Ethno-Origin,” is never 
convincingly related to the putative goal of the book. Pro- 
nouncements in some chapters (e.g., that chloral hydrate is 
“obsolete” or that the neurologic symptoms of acute lithium 
intoxication “gradually develop over months or even years") 
make the reader question the authors’ competence. The 
writing styles range from repetitious wandering to excruci- 
ating circumstantiality. Where was the editor during all of 
this? 

As for physical characteristics, the binding is sturdy and 
the typography drab. The index is woefully incomplete, but 
it hardly matters. What is there to do about a poorly 
organized, poorly written, and poorly edited book that fails 
dismally to achieve its stated purpose? Fortunately, because 
of the outrageous publisher’s price, few people are likely to 
make the mistake of buying it. 
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Psychopharmacology of Sexual Disorders, edited by Mark 
Segal. London, John Libbey, 1985, 167 pp., $46.00. 


Although it is encouraging to learn that basic scientists and 
clinicians throughout Europe and America are turning their 
attention to the brain mechanisms underlying sexual behav- 
ior, it is disappointing to experience once again the publica- 
tion lag time. This densely written volume is based on 
expanded reports given at an international conference held 
early in the 1980s. Both animal and human data are used to 
explicate the action and interaction of dopamine, serotonin, 
endorphins, and hormones at a subcortical level, primarily 
the medial preoptic-anterior hypothalamic region and its 
projections. The book is more concerned with neuroendo- 
crine mechanisms than neuroanatomical relationships. Most 
of the papers are well referenced and geared to fellow 
investigators. 

Basic and clinical science come together most productively 
in this volume when opiate addiction is discussed. Experi- 
ments with opiates and opiate antagonists not only confirm 
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centuries-old observations about the sexual debilitation of 
opiate addicts but also raise some important questions about 
the role of the endogenous opiates in physiological events such 
as the refractory period and the fluctuation of sexual desire. 
Readers are reminded of the limitations of the data on the 
sexual side effects of commonly used and abused drugs and 
of the uncertainty of the mechanisms underlying impotence. 
The sexually stimulating activity of dopaminergic com- 
pounds such as apomorphine, bromocriptine, and 1-dopa is 
discussed from vantage points that will be novel for most 
clinicians. Although the material is not yet highly useful to 
psychiatrists, this volume is an early step in the effort to 
elucidate the neurochemistry of sexual function and its 
problems. The authors are mindful that cortical and periph- 
eral mechanisms are also involved. Since the publication of 
this volume, the use of papavarine and medroxyprogesterone 
for sexual disorders has come into practice. The absence of 
discussion of these topics already dates this book. 


STEPHEN B. LEVINE, M.D. 
Cleveland, Ohio 


Clinical and Pharmacological Studies in Psychiatric Disor- 
ders, edited by Grabam D. Burrows, Trevor R. Norman, and 
Lorraine Dennerstein. London, Jobn Libbey, 1985, 388 pp., 
$46.00. 


This book is a compendium of selected papers from the 
14th congress of the Collegium Internationale Neuro- 
Psychopharmacologicum (CINP) held in Florence, Italy, on 
june 19—23, 1984. The editors have reviewed the conference 
proceedings and selected 61 presentations from the free 
communications sessions for inclusion in the book. Abstracts 
of the plenary and symposium presentations have been 
published as a supplement to Clinical Neuropbarmacology 
(number 1, volume 7, 1984). Clinical and Pharmacological 
Studies in Psychiatric Disorders is the fifth in a series entitled 
Biological Psychiatry in Psychiatric Disorders published by 
John Libbey. Some may recall that the second book in this 
series was similarly selected papers of the 1982 CINP 
meeting held in Jerusalem. 

This book is organized into eight sections that range across 
topics in biological psychiatry: Affective Disorders—Phar- 
macological Aspects; Affective Disorders—Clinical Studies; 
Anxiety, Panic Disorders and Stress; Psycho-Neuroendocrin- 
ology; Schizophrenia; Basic Neuropharmacology; Alzheim- 
er’s Disease; and Psychogeriatrics. Each section consists of 
six to nine papers of approximately 1,000 to 5,000 words in 
length. The majority of the papers describe original investi- 
gations by the authors. However, interspersed with the 
data-based presentations are occasional theoretical articles, 
such as ““Neurotransmitters in Anxiety: A Reappraisal” by 
Hoehn-Saric; topical reviews such as “Affective Disorders in 
the Elderly: Treatment Considerations” by Georgotas and 
McCue; and even a “how-to” paper, “Organizing a Stress 
Clinic” by Wheatley. 

The section on pharmacological studies of affective disor- 
ders focuses on adrenergic receptor function, and the section 
on clinical studies of affective disorders describes diverse 
pharmacological treatments of mood disorders, including 
new tricyclic and monoamine oxidase inhibitor antidepres- 
sants and calcium channel blockers. Of particular interest is 
a report of sulpiride’s antidepressant and anxiolytic effects 
by Standish-Barry et al. The sections on anxiety disorders 
and schizophrenia predominantly comprise biological assess- 
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ment studies and pharmacological trials. A report by Bondy 
et al. describing increased ?H-spiperone binding in 
lymphocyctes of schizophrenic patients and family members 
was intriguing. The section on psychoneuroendocrinology is 
focused almost entirely on studies of the dexamethasone 
suppression test (DST), which is not surprising because the 
conference took place at a zenith in research activity on the 
DST. The section on basic neuropharmacology includes 
studies of serotonergic, adrenergic, and y-aminobutyric acid 
(GABA) receptor function. The section on Alzheimer’s dis- 
ease includes nine studies evenly apportioned among 
neurochemistry, neuropathology, and pharmacological 
treatment. The section on psychogeriatrics comprises mainly 
reports of treatment trials. 

On the whole, the papers are brief and concisely written in 
the style of scientific reports to a professional journal. In fact, 
with the variety of authorship and topics of the different 
articles, the book reads much like a scientific journal with the 
articles abridged. This feature of the book may work against 
it in terms of its uneven nature and, at times, dryness of the 
writing style. On the other hand, this book is not really 
meant to be read in its entirety from beginning to end but to 
serve as a reference volume to readers with particular 
interests and/or those who wish to avail themselves of a brief 
sampler of "cutting-edge" research. 

As invariably happens in efforts to convey the latest 
research activities on a large scale through the vehicle of a 
book, some of the material has already become dated. For 
example, drugs used in some of the studies (e.g., gamma- 
vinyl-GABA, a treatment for tardive dyskinesia, and BW 
234U, a putative novel antipsychotic) have already fallen by 
the wayside. Despite this, most of the book’s scientific 
content is relevant and current. Considering the logistical 
enormity of the editors’ task—the book has 229 contributors 
from 13 countries—I think the editors have succeeded in 
bringing a varied and interesting portion of the CINP 
meeting program to a larger audience. It may not be quite the 
same as having been in Florence, but the book’s price is 
certainly more affordable. 


JEFFREY A. LIEBERMAN, M.D. 
Glen Oaks, N.Y. 


SUBSTANCE ABUSE 


The Substance Abuse Problems, vol. 2: New Issues for the 
1980s, by Sidney Cohen. New York, Haworth Press, 1985, 
323 pp., $34.95; $19.95 (paper). 


I began my review of Sidney Cohen’s first collection of 
newsletters (1) with these words: 


There are three types of newsletters: those you throw 
away, those you read and throw away, and those you 
read and don’t throw away. 

Sidney Cohen’s newsletters belong in the latter cate- 
gory. Since 1972 he has been turning out splendid little 
essays on substance abuse and, for certain, many of 
them, corners curling, still reside in the filing cabinets of 
those fortunate enough to be on the mailing list. 


Undoubtedly, many still reside in filing cabinets. This 
second volume illustrates why: the newer essays are just as 
good as the older ones and sustain Dr. Cohen’s reputation as 
the country’s number 1 authority on drug abuse. 
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Although trained as an internist, Cohen is currently Clin- 
ical Professor of Psychiatry at the University of California, 
Los Angeles. The newsletters were written under the auspices 
of the Vista Hill Foundation. They cover an amazing range 
of topics: cocaine, marijuana, alcohol, the anxiolytics, caf- 
feine, opiates, hallucinogens, prescribing practices, high- 
priced athletes, pain, and the autoimmune deficiency syn- 
drome (AIDS). 

The nicest thing about Cohen, aside from his wit and 
lucidity, is his laid-backness. The United States is experienc- 
ing one of its recurring cycles of drug hysteria. The President 
calls for a national crusade” against drug abuse, saying that 
drug abuse is a “repudiation of everything America is” and 
calling for a “drug-free” country. He wants everybody in the 
government (presumably even Supreme Court Justices) to 
have urine tests. 

There is none of this language in Cohen’s book. He has no 
illusions about a drug-free country. Drugs have always been 
with us and always will be. But the drugs change with time, 
and the rate of change is increasing. He finds this remark- 
able: “It is not that we abandon the original drugs. New ones 
are overlaid and used jointly or sequentially with the old. 
Meanwhile, our basic potion, alcohol, underlies them all.” 

Cohen considers multihabituation—better known as 
polydrug abuse—a fairly new phenomenon: "Although 
speedballs were known in bygone days, most career drug 
abusers were true to one substance, and were identified after 
their agent of choice as potheads, hopheads, rumheads, 
pillheads and cokeheads. Now garbage heads must be added 
to the list." 

Also new are rapid drug delivery systems: “Until recently, 
the taboo against using a needle to introduce substances into 
a vein was strong, and some still faint at the sight of an 
approaching injection. That taboo has been breached by 
hundreds of thousands of people from every social class in 
recent years." 

Inhaling fumes is even more rapid. Who knows? Before 
long junkies may be injecting chemicals directly into the 
brain. "Beyond that," Cohen speculates, “implanted elec- 
trodes in the reward areas loom for those who want pleasure 
now and on demand." 

Controlling the supply of drugs is no solution: *Now we 
have to cope with designer drugs which are not yet illegal. By 
the time they are declared illegal, a new series of related 
drugs . . . [will be] ready for sale.” 

Nor is he optimistic about education: “It may seem odd on 
the face of it that telling people of the dire consequences that 
will result from the continued use of a drug ordinarily does 
not affect the drug-using behavior." Needed is a social 
revolution. Cohen is not holding his breath waiting for it. 

Cohen does not mention nicotine—in this volume at least. 
Nor do the politicians. In Cohen's case the reason is not 
hypocrisy; he didn't get around to it. The politicians are 
hypocritical. While condemning drug abuse as a “‘repudia- 
tion of everything America is," President Reagan continues 
to support the subsidization of tobacco farming. Of all the 
killer drugs, tobacco overwhelmingly ranks first on the list. 

Apart from this omission, Cohen's book is commendable. 
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The Diagnosis and Treatment of Drug and Alcohol Abuse, 
edited by Sidney Cohen and James F. Callahan. New York, 
Haworth Press, 1986, 305 pp., $39.95. 


Some physicians enjoy taking tests and find the examina- 
tion process an effective way to learn. The popularity of 
APA’s Psychiatric Knowledge and Skills Self-Assessment 
Program attests to that curious fact. For those of us who find 
examinations a pleasurable challenge, Sidney Cohen and 
James F. Callahan provide a bonus of 200 short-answer 
questions integrated into this new textbook. The questions 
are grouped into a pre- and posttest of 50 questions each for 
the diagnosis and treatment section of the text. 

The book is derived from a number of monographs 
previously published by the National Institute on Drug 
Abuse (NIDA) and includes the work of seven authors. Their 
material has been updated and is presented in a new and 
convenient format. The first half of the volume consists of 
five chapters on the diagnosis of alcohol and drug abuse and 
eight on treatment, along with the multiple-choice tests. The 
second half is made up of three appendixes. Appendix A is a 
useful assessment interview guide. Appendix B offers a quick 
reference, with a number of charts and tables, to the diag- 
nosis and emergency management of the various intoxica- 
tion, overdose, and withdrawal syndromes. The final appen- 
dix is a compendium of information on resources for health 
professional training in drug and alcohol problems. This 
section provides an annotated list of available curricula, 
training manuals, films, and videocassettes. It discusses the 
present status of certification examinations and procedures 
and includes a list of relevant organizations. This resource 
compendium contains a great deal of detail, including the 
names, addresses, and telephone numbers of past and present 
recipients of NIDA/National Institute on Alcohol and Alco- 
hol Abuse (NIAAA) Career Teacher grants and members of 
a former task force on professional education. Also within 
this final section is a list of educational materials that have to 
do with prescribing, dispensing, and administering con- 
trolled substances. 

This book’s great strength is its practical orientation. It 
does not cover theories of addiction, etiological factors, or 
epidemiology as separate subjects but integrates such infor- 
mation when it is relevant to diagnosis and treatment. It cites 
very few individual studies (there are usually six or fewer 
references per chapter), seeking instead to synthesize and 
apply current knowledge. Its discussions and recommenda- 
tions are always concrete and specific. This specificity makes 
the book useful to physicians in emergency rooms, general 
hospitals, and office practice as well as to students and those 
of us who want to update our knowledge or prepare for an 
examination. 

Unfortunately, the volume has some weaknesses as well. 
Its derivation from NIDA monographs may explain the 
relative weakness in its coverage of alcoholism treatment, 
specifically the postdetoxification, rehabilitation phase of 
treatment. The section on rehabilitation in general is divided 
into a chapter on pharmacotherapy and one on sociotherapy. 
Although the first provides an adequate discussion of the use 
of disulfiram in alcoholism, the latter makes no mention of 
the intensive inpatient and outpatient rehabilitation program 
model that is most widely used in the United States today. 
Such programs are designed for the treatment of alcoholism 
and related drug dependencies and often use the overall 
concept of "chemical dependency." They combine a rela- 
tively short-term inpatient stay, under the care of an inter- 
disciplinary team, with long-term outpatient follow-up. 
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Family involvement, education about addiction, and various 
forms of group therapy are stressed. Self-help approaches are 
integrated into the program and in the long-range treatment 
plan. It is hard to understand why this effective and increas- 
ingly popular model was overlooked. The volume also omits 
any clear discussion of the role of psychiatric management 
and psychotherapy in the treatment of drug and alcohol 
abuse. The reader who might choose to use this book as a 
teaching text or an examination review should be aware of 
its incompleteness. Other sources of information will be 
needed to provide a balanced picture of contemporary 
treatment for drug and alcohol dependencies. 

In spite of the book’s omissions, however, it can be of 
value to the student and practitioner and might be a great 
help in preparing for the certification examination sponsored 
by the American Medical Society on Alcoholism and Other 
Drug Dependencies. It is especially recommended for those 
who, like me, enjoy taking tests. 


SHEILA B. BLUME, M.D. 
Amityville, N.Y. 


Alcoholism and Substance Abuse: Strategies for Clinical 
Intervention, edited by Thomas E. Bratter and Gary G. 
Forrest. New York, Free Press, 1985, 650 pp., $49.00. 


This volume is a collection of edited chapters dealing with 
the psychotherapy of alcoholism and other substance abuse 
disorders. Although focused on treatment issues, it discusses 
etiology and assessment concerns in sections leading to the 
main discussion of psychotherapeutic models used for sub- 
stance abuse patients. Psychotherapy models covered include 
individual, group, psychodynamic, systems, behavioral, and 
self-help. Chapters on these models of psychotherapy tend to 
be position papers, with experts on each model presenting 
the theoretical reasons for their use of a particular approach 
in the substance abuse population. 

The use of psychotherapy as a treatment modality for 
substance abuse patients is defended in this volume as an 
alternative to the “powerful psychiatric-medical establish- 
ment" model of the treatment of mental illness. Dr. Bratter, 
an editor and author of three chapters in this volume, has 
been a critic of psychiatry as a discipline that forces "punitive 
care, custody, and control" on mental health patients. His 
polemic is based on vague references to overuse of antipsy- 
chotic medication and ECT as a treatment usually *admin- 
istered punitively or as a warning to the potentially disrup- 
tive." Bratter views the “American self-help residential ther- 
apeutic community" as the most effective form of substance 
abuse treatment. 

The self-help therapeutic community is described as a 
confrontational approach that relies on milieu therapy to 
treat substance abusers with characterological disturbances. 
This model has developed from the original Synanon group, 
which Bratter describes as now moving away from the 
treatment of characterologically disturbed individuals with 
substance abuse problems to a religious commune atmo- 
sphere. Whether this confrontational approach to dealing 
with substance abusers with antisocial characterological 
problems is effective is unknown, just as rigorous treatment 
outcome data are missing for other theoretical psychother- 
apy approaches. Where data are missing, as they are for the 
comparative effectiveness of treatment programs in alcohol- 
ism, arguments are usually based on training models and 
opinion. Often the intensity and volume of the argument are 
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inversely proportional to the evidence supporting the argu- 
ment. A number of chapters in this book are quite noisy. 

This volume is introduced as one that will be “very helpful 
in ... [clinicians’] efforts to treat and do research on 
substance abusers.” However, it might better be used as a 
reminder that we have a long way to go in understanding the 
natural history of substance abuse disorders and how treat- 
ment might best be structured. One might better use Vail- 
lant's The Natural History of Alcoholism (1) or Goodwin's 
Alcobolism: The Facts (2) as starting points and consider 
that substance abuse treatment could be an epiphenomenon 
of natural recovery in alcoholism and other substance use 
disorders. Until more rigorous treatment outcome research 
data are available, advocates of various treatment ap- 
proaches need to recognize the nonspecific benefit of any 
program that gives the substance abuser the opportunity and 
expectation for change. The intensity of arguments about 
specific treatment approaches might therefore be directed 
toward productive cooperative treatment studies benefiting 
both the substance abuse treatment professional and the 
substance abuse victim. 
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CHILD PSYCHIATRY 


Late Adolescence: Psychoanalytic Studies, edited by David 
Dean Brockman. New York, International Universities 
Press, 1985, 307 pp., $37.50. 


This new collection of essays is timely, appearing at a 
moment of renewed interest in understanding human devel- 
opment. Witness, for example, two fairly recent books, one 
dealing with the full range of the life cycle from earliest 
infancy to the late adult years (1) and the other considering 
developmental continuities and discontinuities (2). Investi- 
gating human development in exquisite detail is hardly new 
to psychoanalysis. From the start, such topics as conceptual- 
ization of early development and identification of the role of 
historical factors in subsequent individual development have 
had an important role in theoretical models and therapeutic 
interventions. What is new in the current efforts is the 
involvement of multiple perspectives, including sociology 
and life-span developmental theory and reflecting the recog- 
nition that several vantage points are required to advance 
knowledge of the human life cycle. Also new is an increased 
concentration on clarifying phases of adult development, 
which may be even more difficult to conceptualize than 
earlier years, given the complex intertwining of biological 
and social forces in the later phases of life (3). 

The current volume, dealing in many ways with the 


transition between late adolescence and young adulthood, : 


represents another valuable contribution to this growing 
literature on the contemporary life cycle. The volume con- 
centrates on observations and insights gained from psycho- 
analysis. Although all of the chapters are linked with psy- 
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choanalytic thought, they do not convey a single narrow 
approach. Rather, they emphasize the important mix of 
theoretical frameworks that characterizes the contemporary 
scene. Thus, important themes in the book touch on tradi- 
tional ego psychology, drive psychology, and self psychology 
(vicissitudes in self-esteem and self-representations). This is a 
commendable aspect of the book, in the light of the range of 
problems and patterns that must be considered in analyzing 
the complexities of adolescent development and transitions 
from this phase to adulthood. 

The editor has succeeded admirably in knitting together 
many diverse chapters. As is often the case with such 
collections, the chapters vary considerably in their coher- 
ence, comprehensiveness, and clarity. I found the editor’s 
“interventions” extremely helpful, beginning with his intro- 
ductory chapter, where he thoughtfully sets the stage by 
reviewing many aspects of late adolescence, drawing on both 
psychoanalytic and nonpsychoanalytic approaches. His care- 
ful scrutiny recurs throughout the volume, as he begins each 
major section with an introduction that anticipates the 
points of convergence and contrast of the subsequent chap- 
ters. These section introductions are an excellent feature of 
the book. 1 frequently turned to them while reading a given 
section when puzzled or intrigued by hints of new connec- 
tions among the chapters. All too often, an edited book 
moves from a sketchy introduction to a diffuse collection, 
thereby distracting the reader and probably undermining the 
separate chapters as they become part of this scatter. For his 
devoted integrations, Dr. Brockman deserves the gratitude of 
reader and contributor for enhancing the value of this 
volume. 

Not surprisingly, the beginning sections of the book 
include developmental and theoretical considerations. Two 
more clinically oriented sections follow, dealing with depres- 
sion and learning inhibitions. The chapters in these sections 
are somewhat uneven, perhaps partly as a result of the fact 
that two were published previously and were thus not 
specifically oriented to the aims of this book. Those chapters 
deliberately written for inclusion in Late Adolescence seem 
to “work” better. 

Particularly thoughtful and interesting chapters in the first 
sections include Galatzer-Levy's discussion of adolescent 
breakdown and middle-age crises. This chapter sensitively 
illustrates and examines the impact of parents on adolescent 
development as well as the influences of adolescents on their 
parents’ functioning. In the theoretical section, there is an 
excellent chapter by Richmond and Sklansy, "Structural 
Change in Adolescence." These authors bring together a 
number of writings about the development of autonomy 
during adolescence. In addition to Erikson's well-known 
contributions to this area, the authors also review the 
pertinent and insightful ideas of Roy Schafer on the forma- 
tion of ideals and values during adolescence. Although it 
appeared subsequent to the publication of this book, the 
recent thoughtful paper on autonomy in adolescence by 
Steinberg and Silverberg (4) nicely illustrates how the think- 
ing of investigators in child development can dovetail with 
the broad psychoanalytic ideas that are presented in this 
chapter. 

The more diagnostically oriented sections on depression 
and learning inhibitions are also noteworthy. They empha- 
size the contributions of "self psychology" to understanding 
depression during adolescence. They also focus on possible 
misdiagnosis or “underdiagnosis” of severe difficulties that 
may masquerade as learning or productivity "blocks" during 
late adolescence. 
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The strongest sections of the book are the final ones, those 
dealing with psychoanalytic therapy and applied psychoanal- 
ysis. These chapters are especially well written and clearly 
focused, and they offer many provocative ideas. In “Psycho- 
analytic Treatment of the Young Adult: Technical and 
Theoretical Considerations,” Jacobs uses well-selected clini- 
cal material to highlight both the difficulties and the suc- 
cesses in interventions with late adolescent/young adult 
patients. In this chapter, a number of the dilemmas that one 
faces in treating late adolescent and young adult patients are 
clearly explicated and then discussed in rich and perceptive 
ways. The chapter by the editor, “Focal Analysis of a College 
Freshman,” is most interesting, describing the course of a 
brief period of psychoanalysis for a young undergraduate. 
Finally, the last section, Applications, has a wonderful essay 
by Ernest Wolf considering Freud’s concept of adolescent 
creativity in terms of self psychology. This is a graceful, 
elegantly written chapter that sheds much light on how self 
psychology conceptualizations can lead to a sensitive and 
deeper understanding of adolescent phenomena. 

On balance, this is a valuable volume for students of 
adolescent development, therapists who deal with various 
phases of adolescence, and life-span development scholars. 
The book has much that one can admire and treasure. I think 
that its contributions may be provocative and hypothesis- 
generating for empirical investigators in other fields as well 
as enriching for those who work within psychoanalysis or 
other therapeutic modalities. 1 highly recommend this vol- 
ume for investigators as well as practitioners who are 
currently struggling to grasp the perplexing vicissitudes of 
adolescent and adult development. 
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Children on Medication, vol. I: Hyperactivity, Learning 
Disabilities, and Mental Retardation, by Kenneth D. 
Gadow. San Diego, College-Hill Press, 1986, 251 pp., 
$17.95 (paper). 


Children on Medication, vol. II: Epilepsy, Emotional Distur- 
bance, and Adolescent Disorders, by Kenneth D. Gadow. 
San Diego, College-Hill Press, 1986, 249 pp., $17.95 (pa- 


per). 


These two companion volumes represent a psycho- 
pharmacology text written for teachers, parents, and child- 
care professionals without a background in psychopharma- 
cology. Pediatric psychopharmacology requires effective in- 
terdisciplinary collaboration, and this collaboration is im- 
measurably enhanced by a shared understanding of the 
concepts, facts, and operating principles of pharmaco- 
therapy. À prescribing physician who has tried to talk with 
school personnel after they have consulted the Physicians’ 
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Desk Reference will quickly grasp the need for this book. I 
know of no other text that serves a similar purpose. Dr. 
Gadow stresses that Children on Medication is not a do-it- 
yourself manual of psychopharmacology. On the other hand, 
the studies of Dr. Gadow and his colleagues on the medica- 
tions prescribed within schools and institutions (1, 2) high- 
light the need for adequate monitoring of psychotropic 
medications in these settings. In taking a step toward foster- 
ing interdisciplinary communication, Children on Medica- 
tion addresses this larger social concern. 

These volumes are organized around the classification of 
childhood problems used by special educators, the medical 
diagnoses and target symptoms for which psychotropic 
medications are indicated, and the special situations of 
young children and adolescents who may require 
pharmacotherapy. Each volume opens with an introductory 
chapter entitled "Fundamental Concepts of Pharma- 
cotherapy,” about which I have more comments later in this 
review. 

There is an extensive and generally excellent chapter 
discussing the issues involved in treating hyperactive chil- 
dren. It is current and very readable. A long chapter on 
learning disabilities follows. Since there is no recognized 
pharmacotherapy for this heterogeneous group of condi- 
tions, I found the level of detail excessive and ultimately 
confusing. The author should have been more concise. The 
chapters on children with mental retardation and seizure 
disorders are well written and informative, and the chapter 
entitled "Emotional Disturbance" (a rubric of special educa- 
tion) touches briefly on the issues of medication treatment 
for infantile autism, childhood schizophrenia, conduct dis- 
orders, and childhood depression. Finally, there is a chapter 
on the pharmacotherapy of young children and adolescents 
and one on other disorders—cerebral palsy, enuresis, school 
phobia, and Tourette's disorder. Excellent bibliographies 
and appendixes support the text, making the material cov- 
ered accessible and of immediate practical value. 

Writing a pediatric psychopharmacology textbook must 
be a little like forging a consensus at the United Nations—it 
leaves no one completely satisfied. With this caveat in mind 
I will present some of the differences I have with this book. 
My most significant objection is the absence within the 
introductory chapters to each volume of a specific discussion 
of the personal, social, ethical, and legal dimensions of 
pharmacotherapy. 

These dimensions, and our conceptualizations of them, are 
as real and as fundamental as any dose-response curve or 
serum half-life determination. They include an appreciation 
of the meanings that taking a medication may have for a 
child and an understanding of what constitutes informed 
consent and who may consent to treatment. They also 
include an understanding of the kinds of clinical trials by 
which the efficacy and side effects of medications are scien- 
tifically established and the processes by which the Food and 
Drug Administration approves medications for specific pur- 
poses. Àn understanding of these issues is often central to 
much that is therapeutic in pharmacotherapy, and such an 
understanding is especially relevant for this audience. 

Secondarily, I feel the text might have placed more em- 
phasis on the issue of sustained attention as a central 
mechanism for the therapeutic effects of psychostimulants. In 
discussing neuroleptics it would have been helpful to distin- 
guish withdrawal dyskinesias from dyskinesias that persist 
chronically after medications are withdrawn. This distinc- 
tion is worthwhile because the significance of withdrawal 
dyskinesias in children is not well understood. Finally, the 


1097 





BOOK FORUM 


organization of the book could have been improved by 
specific chapters on the major classes of psychotropic drugs. 
Because this information is scattered throughout the text, 
there is a certain amount of redundancy. 

Despite these problems, the author writes sensitively about 
the dilemmas of physicians, parents, and school personnel 
who must confront many clinical uncertainties and a lack of 
adequate scientific data in making decisions regarding 
pharmacotherapy. I can recommend this text as a starting 
point for discussion of pharmacotherapy with the audience 
for whom it is intended. I hope that future editions of 
Children on Medication will make its realization as praise- 
worthy as its purpose. 
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Emerging Issues in Child Psychiatry and the Law, edited by 
Diane H. Schetky, M.D., and Elissa P. Benedek, M.D. New 
York, BrunnerlMazel, 1985, 346 pp., $37.50. 


The sequel to a hit movie has the same characters and plot 
and is often given a Roman numeral, such as Rocky IV. Like 
a movie, books have sequels. The publicity about this book 
as a sequel prompts me to consider whether it fits that 
pattern. This book follows Child Psychiatry and the Law (1), 
published in 1980. The response to that book was gratifying; 
it sold more than 20,000 copies, a very good sale for a 
professional book, and it prompted this book. In the earlier 
book, the same editors brought together 16 authors to 
produce 18 chapters of high quality. In the sequel, the 
editors, with 26 contributors, give us 22 chapters. Only one 
contributor is a repeater—Dr. Lenore C. Terr, the author of 
two chapters in the first book, one on the child as a witness 
and another on personal injury to children, and one in the 
second book, also on the child as a witness. 


The first book had chapters on the juvenile court system, 
court evaluation, the expert witness, child custody, neglect, 
adoption, status offenders, delinquents, juvenile murderers, 
civil commitment, psychic trauma, personal injury to chil- 
dren, competency, criminal responsibility, and the child as a 
witness. This book is divided into five sections, each of which 
is devoted to a different topic. The sections are cohesive, but 
the book as a whole suffers the vulnerability of a 
multiauthored book—to wit, a lack of flow and continuity. 
Section one, Ethics, covers children’s capacity for participa- 
tion in treatment decision making, refusal of treatment in 
childhood cancer, and organ transplants and research with 
children. Section two, Child Custody, considers child cus- 
tody disputes, mediation, joint custody, father custody, 
lesbian mothers and gay fathers, grandparent visitation, and 
sexual abuse. Section three, The Juvenile Offender, deals 
with the juvenile justice system, waiver of juveniles to adult 
court, and treatment alternatives in juvenile justice pro- 
grams. Section four, Special Issues, covers legal issues and the 
schools, psychiatric commitment of children and adoles- 
cents, psychiatric approaches to cults, role models for vio- 
lence, and psychiatric interventions with children trauma- 
tized by violence. Section five, Emerging Issues, covers the 
baby as a witness, areas of litigation for children, and the 
interface of law and psychiatry. Except for the last 15 pages, 
most of the “emerging issues" discussed in this book 
emerged long ago. 

All in all, I liked this book, but I liked the earlier one even 
more. The first book was more like a textbook in that it 
covered basic, fundamental issues in child psychiatry and the 
law. It encompassed those areas most likely to be encoun- 
tered in the practice of child psychiatry or psychology. The 
sequel is, more or less, like a compilation of journal articles. 
They are scholarly but, as in the case of movies, the first will 
likely find wider appeal. Jan Fleming’s James Bond series 
consisted of rewrites of the same story, but they met with 
universal popularity. That was because, as psychiatrists 
would say, they dealt with unresolved oedipal conflicts. 
That’s not to be expected when discussing child psychiatry 
and the law. 
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Letters to the Editor 


Depot Neuroleptics for Acutely Psychotic Patients 


Sir: The staff of our acute intensive care unit is often 
confronted with acutely psychotic patients, hospitalized 
against their will, who adamantly refuse medications. We 
immediately initiate the legal “de novo” proceedings re- 
quired by the Commonwealth of Kentucky statute for med- 
icating such patients against their will, Those proceedings are 
quite lengthy, however—1 week to 10 days. During that 
period of time, the patient’s behavior is carefully monitored 
to assess imminence of danger to self or others. If there is 
such a danger, the treatment team organizes a show of force 
to administer medication in compliance with the emergency 
provision of the law. We have had good results in adminis- 
tering fluphenazine decanoate, 50-75 mg, or haloperidol 
decanoate, 100-200 mg, instead of the hydrochloride solu- 
tions and placing the patient in restraints for a few hours. 
The treatment team has learned to expect and accept that 
under the worst of circumstances, the patient’s acute symp- 
toms will not abate immediately but will do so in a few days. 
This considerably lessens the staff members’ level of anxiety. 
They are also relieved not to have to approach the patient 
repeatedly with offers of medication that are rejected with 
increasing agitation. We have often noted that the “magic” 
of the injection has a profoundly therapeutic effect on 
patients—much beyond what would be expected from the 
pharmacokinetics of the drugs—and that their symptoms are 
controlled much more rapidly than one would expect. Pa- 
tients are often unconsciously relieved to see that outside 
control is available, and this relieves their sense of turmoil. 
They often start accepting supplemental oral doses of med- 
ication without further ado. 

We are using this method selectively with patients who are 
well known to us, not only in terms of their acting out 
potential and usual course in the hospital but also in terms of 
their dose tolerance and propensity to develop side effects. If 
a patient has a history of extrapyramidal reactions, antipar- 
kinsonian medication is administered prophylactically in 
conjunction with the depot neuroleptic injection. For pa- 
tients who are not as well known, we essentially follow the 
same procedure but we give lower doses, such as 12.5 mg of 
fluphenazine or 50 mg of haloperidol decanoate. 


DANIELLE M. TURNS, M.D. 
RAYMOND PARY, M.D. 
CARMELITA R. TOBIAS, M.D. 
WILLIAM A. JAMES, M.D. 
Louisville, Ky. 


Propranolol as Adjunct to Clonidine in Opiate 
Detoxification 


Sir: Akathisia is a syndrome characterized by involuntary 
motor restlessness, pacing, inability to sit still, fidgeting, 
chewing, and leg or arm movements (1). It is most commonly 
a side effect of neuroleptic medication and responds to 
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treatment with propranolol (2}. We encountered symptoms 
resembling those of akathisia in four patients undergoing 
clonidine detoxification for opiate dependency, All four 
patients responded to propranolol at doses of 20—40 
mg/day. Propranolol was not given if a patient’s systolic 
blood pressure was less than 90 mm Hg, diastolic blood 
pressure was less than 60 mm Hg, or pulse rate was less than 
60 beats per minute. 


Mr. A, a 30-year-old man, was taking 45—90 mg/day of 
methadone on admission. He underwent a difficult detox- 
ification with clonidine, 16-18 pg/kg per day. One partic- 
ular difficulty was a restlessness that he noticed most in his 
legs and that prevented him from sitting or lying comfort- 
ably. Propranolol, given orally in doses of 10 mg b.i.d., 
provided relief from the restlessness and decreased his 
general anxiety moderately. At no time did he become 
hypotensive while taking propranolol and clonidine. 


Ms. B, a 25-year-old woman, had been taking “‘hits” of 
a combination of glutethimide and codeine. After a 
glutethimide taper she underwent a clonidine detoxifica- 
tion from codeine, during which she complained of rest- 
lessness and panic-like anxiety. Propranolol, 10 mg q.i.d. 
by mouth, relieved her anxiety and restlessness. Ms. B’s 
lowest blood pressure was 90/54 mm Hg, and she did not 
experience hypotensive symptoms. 


Ms. C, a 26-year-old woman, was taking 40-70 mg/day 
of hydromorphone and 48 mg/day of methadone on 
admission. After taper detoxification from sedative- 
hypnotics, she was detoxified from opiates with clonidine. 
She reported relief of all withdrawal symptoms, except for 
a restless anxiety, on a dose of 8—10 pg/kg pe: day of 
clonidine. Propranolol, 10 mg b.i.d. by mouth, provided 
relief for this restless anxiety. Ms. C's lowest blood 
pressure was 90/60 mm Hg, and she had no symptoms of 
hypotension. 


Mr. D, a 45-year-old man, underwent detoxification for 
benzodiazepine dependence and then detoxification from 
methadone. He had been taking 75 mg/day of methadone, 
and after a methadone taper he was started on 16 pg/kg 
per day of clonidine. He, like the other patients we have 
described, complained of restless anxiety. Propranolol, 10 
mg b.i.d. by mouth, again provided symptomatic relief 
without producing hypotensive symptoms. 


Propranolol has received previous trials as a single agent 
for opiate detoxification. The best of these studies (3) 
demonstrated that it had no significant clinical usefulness. In 
contrast to previous studies, however, we used propranolol 
as an adjunctive medication to assist clonidine detoxifica- 
tion. While our report must be considered preliminary, there 
are possible explanations for propranolol's apparent efficacy. 
Propranolol may bind to cerebellar B-adrenergic receptors or 
act to block postsynaptic effects of locus ceruleus firing (4, 


1099 


LETTERS TO THE EDITOR 


5). We suggest that the apparent efficacy of propranolol 
justifies further studies, and its safety permits further re- 
search, 
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Abuse of Fluoxetine by a Patient With Anorexia Nervosa 


Sır: Fluoxetine is a psychoactive compound currently 
under investigation for use as an antidepressant (1, 2). It is 
reported to have few side effects (3); however, isolated cases 
of mania have occurred during fluoxetine therapy (4, 5). 
Since little has been written about the effect of this drug on 
patients with anorexia nervosa, I would like to report a case 
of fluoxetine abuse by an anorexic patient. 


Ms. A was a 39-year-old single woman whose history of 
anorexia nervosa with abuse of laxatives dated back to the 
age of 13. She had maintained a normal weight for the last 
5 years but suffered chronic depression during this time. 
She had not responded to conventional treatment for 
depression and had eventually begun to take fluoxetine in 
conhection with a university research program. She had 
not informed her prescribing physician of her anorexia 
nervosa. Her prescribed dose of fluoxetine was 60 mg/day. 

Ms. A reported that after 10 days of fluoxetine therapy, 
she experienced a profound suppression of appetite. Her 
depression did not improve, but she continued to use the 
drug to promote weight loss. She later admitted that she 
had claimed to experience improved mood so that she 
could continue to obtain fluoxetine, although she actually 
used the drug solely for its appetite-suppressing effect. She 
reported that she increased her dose to 90 mg/day and 
eventually to 120 mg/day in the hope of maintaining 
appetite suppression and rapid weight loss. She lost 20 Ib. 
in a 2-month period during this treatment. 


Fluoxetine may have an appetite-suppressing effect in 
some individuals. Because it has few side effects, the drug 
could be easily abused by those seeking to lose weight. This 
could be quite problematic in patients with body image 
distortion, such as those with anorexia nervosa. There are 
clinical implications, since this medication may be consid- 
ered as a possible treatment for binge eating in bulimia. 
Physicians should bear this problem in mind when treating 
depressed patients with fluoxetine. 
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Jogging and Tourette’s Disorder 


Siz: Tourette’s disorder is a conspicuous clinical syndrome 
resembling familial hyperexplexia, startle epilepsy, and the 
“Jumping Frenchmen of Maine” phenomenon (latah, 
myriachit) (1), but with a different pathogenesis. Recently, 
Mesulam (2) described a patient with Tourette’s syndrome 
who suffered an exacerbation after using cocaine, which 
illustrates the role played by central biogenic amines in the 
disorder, since cocaine is a drug that inhibits the presynaptic 
reuptake of dopamine and of norepinephrine. That case 
motivated this report. , 

A middle-aged man with a mild, not socially disabling, 
familial variant of Tourette’s disorder noticed that when he 
jogged medium distances, the sensation of well-being 
brought about by running was accompanied by an increase 
in his usual stereotyped, shouting utterances. The results of 
neurologic and general physical examinations were other- 
wise normal, as were those of an EEG. 

Sandyk et al. (3) denionstrated the suppression of Tour- 
ette's disorder symptoms in children by parenterally admin- 
istered naloxone, an opiate antagonist. The same group of 
investigators later initiated an open-label trial of oral 
naltrexone in five children who met DSM-III criteria for 
Tourette's disorder and who were experiencing undesirable 
side effects from haloperidol therapy. These researchers were 
able to confirm by independent videotape analysis the ben- 
eficial effects of this agent in Tourette's disorder (4). These 
studies indicated that endorphins, independently or in con- 
junction with biogenic amines, play a role in the expression 
of this condition. 

Because jogging is known to induce release of endorphins 
mediating exercise analgesia and "runner's high" (5), I 
suggest that the experience of the patient I have described 
further strengthens the hypothesis that these peptides play a 
role in Tourette's disorder. 
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Use of a Portable-Computer Program in Behavioral 
Treatment of Obsessive-Compulsive Disorder 


Sir: We have developed a computer program, which runs 
on either a portable laptop-size or calculator-size computer, 
to assist in the behavioral treatment of patients with obses- 
sive-compulsive disorder and associated checking rituals. 
Although behavioral techniques involving exposure and re- 
sponse prevention produce marked and lasting improvement 
in the majority of patients with this disorder (1-3), the most 
common reason for failure of treatment is noncompliance 
with these techniques (1), Patients with checking rituals are 
especially difficult to treat behaviorally because rituals are 
usually most frequent when the patient is alone at home (3), 
and consequently these patients must self-administer the 
behavioral treatment (2). 

Microcomputers have been used to administer behavioral 
instructions to agoraphobic patients (paper presented by A. 
Ghosh and LM. Marks at World Congress on Behavior 
Therapy, Washington, D.C., 1983), and a portable computer 
has been used successfully in the behavioral treatment of 
obesity (4). Thus, we speculated that use of a portable 
computer might enhance compliance with behavioral treat- 
ment and assist the record keeping of patients with obsessive- 
compulsive disorder. 

To facilitate the learning process, each patient used two 
portable computers in sequence. The first, a laptop com- 
puter, was used initially in the home to familiarize the patient 
with the procedure. The second, a calculator-size computer, 
was substituted after the patient had become familiar with 
the technique; it was carried outside the home. The computer 
program (OC-CHECK) follows closely the behavioral in- 
structions we give to patients in our obsessive-compulsive 
disorder clinic (2), and it also stores the information patients 
supply about the date, time, intensity, and frequency of all 
urges and checking rituals. 

To date we have used this portable computer program 
with two of our patients: a 58-year-old woman with a 
37-year history of obsessive-compulsive disorder and a 25- 
year-old man with a 4-year history of the disorder. Both 
patients met DSM-III criteria for obsessive-compulsive dis- 
order, both had extensive checking rituals, and both were 
treated pharmacologically throughout the study (tranylcy- 
promine, 20 mg b.i.d., in the former case and phenelzine, 30 
mg b.i.d., and alprazolam, 0.5 mg b.i.d., in the latter case). 
Medication doses remained constant throughout the period 
of computer use. Both patients demonstrated rapid and 
significant reductions to near-zero levels in checking rituals 
when the portable computers were added to standard behav- 
ior therapy, which had been going on for 36 months and 3 
months, respectively. Reductions in checking rituals were 
specific to whether the patients were using the laptop com- 
puter only at home (reductions in checking only at home) or 
the calculator-size computer outside the home (reductions in 
both locations). Both patients showed increases in rituals 
when they did not use the computers and subsequent reduc- 
tions when use of the computers was reinstated. 

We are encouraged by these preliminary results indicating 
that a portable-computer program is accepted by patients 
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with obsessive-compulsive disorder and can serve as an 
adjunct to behavioral treatment and record keeping. We 
offered the computer program to two other patients in our 
clinic, but they declined to use it. We are currently in the 
process of investigating the applicability and long-term ef- 
fects of this type of computer-assisted behavioral treatment 
in a controlled trial. 
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Weir Mitchell and Lithium Bromide 


Sir: In 1949 John Cade serendipitously discovered that 
lithium salts had a sedative-like action when administered to 
guinea pigs. Cade then gave lithium to 10 manic patients and 
found that their clinical condition improved (1). This land- 
mark discovery is recognized as the first modern psychiatric 
use of the lithium ion. More than 70 years before Cade’s 
work, however, the eminent Philadelphia neurologist Weir 
Mitchell reported the specific value of a lithium salt, lithium 
bromide, in the treatment of various psychiatric conditions 
(2, 3). 

Dr. Mitchell published two reports on the therapeutic 
efficacy of lithium bromide. In an article published in 1870 
(2), he concluded that lithium bromide was an effective 
antiepileptic agent. As F. Neil Johnson pointed out in The 
History of Lithium Therapy (4), some of the patients de- 
scribed in that short paper had what may have been depres- 
sive equivalents (e.g., referred temporal pain, headaches, 
ringing in the ears), which also showed a favorable response 
to lithium bromide. 

In 1877 Dr. Mitchell published a second paper (3), which 
recommended lithium bromide for the treatment of a wide 
variety of psychiatric conditions. I believe that this paper has 
been overlooked by historians of psychopharmacology. In it 
Dr. Mitchell presented several cases of “nervousness” that 
do not fit neatly into any contemporary diagnostic category. 
The symptoms, such as autonomic hyperactivity, emotional 
lability, hypervigilance, fatigue, reduced appetite, and poor 
sleep, seem to overlap the anxiety and affective spectra. With 
regard to their treatment, Dr. Mitchell wrote, 


The bromides are also of the utmost utility. Among 
them I prefer the lithium bromide, which I introduced into 
medical use some years ago, and which has now stood the 
test of my experience as well as that of many French and 
German therapeutists, who have come to regard it as the 
most valuable of the bromides. It should be given in some 
simple bitter for many months, and in doses of not more 
than five or ten grains, thrice a day. (3) 
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It is particularly interesting that the higher dose which 
Mitchell mentioned is equivalent to 276 mg of lithium 
carbonate three times a day. Because such a dose might well 
result in lithium levels within the currently accepted thera- 
peutic range, there is reason to believe that Dr. Mitchell's 
preference for the lithium salt was based on the now 
well-established mood-stabilizing properties of that ion. 
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ACTH Response to Corticotropin-Releasing Hormone 


Str: Alec Roy, M.B., and associates reported normal 
plasma ACTH and cortisol responses to an infusion of 
corticotropin-releasing hormone (CRH), in association with 
normal basal plasma ACTH and cortisol levels, in nine 
drug-free schizophrenic patients (1). They concluded that 
“hypothalamic-pituitary-adrenal regulation is less disturbed 
in schizophrenia than in depression." In previous reports in 
the Journal, in fact, these investigators had observed a 
blunted ACTH response to CRH and elevated basal cortisol 
levels in depression (May 1984 issue, p. 619) and in panic 
disorder (July 1986 issue, p. 896). They also claimed that 
their data confirmed the available literature on hypothalam- 
ic-pituitary-adrenal (HPA) axis disturbances in schizophre- 
nia, suggesting that hypercortisolism is not a prominent 
feature of schizophrenic patients. They cited, however, only 
four of the relevant studies. 

The responses of ACTH and cortisol to CRH are inversely 
related to basal plasma cortisol levels (2). As a result, a 
blunted ACTH response to CRH can simply mean that the 
pituitary is responding normally to exogenous CRH in the 
presence of chronic or acute hypercortisolism, as the authors 
themselves acknowledged. The futility of determining de- 
rangements in the HPA axis of psychiatric patients solely on 
the basis of a blunted ACTH response to CRH is then 
obvious. Such a response could simply reflect an increased 
nonspecific basal cortisol secretion. Indeed, when a test of 
pituitary reserve, the metyrapone test, was applied to psy- 
chiatric patients, the large majority of them exhibited re- 
sponses within the normal range, irrespective of diagnosis 
(3). This suggests an unimpaired ability of the pituitary to 
secrete ACTH under stimulation through the normal feed- 
back mechanism. 

Acute anxiety or agitation, which increases basal cortisol 
secretion, may considerably affect response to the CRH 
stimulation test, probably even more than is the case with 
other HPA axis function tests. Also, the dexamethasone 
suppression test (DST) has been found to be influenced by 
the nonspecific stress of acute psychosis and hospitalization. 
Of 15 unmedicated chronic schizophrenic patients with 
acute exacerbations and severe agitation, 11 failed to sup- 
press cortisol secretion after dexamethasone administration 
(4). Their baseline cortisol levels were in the high range. The 
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results of that study have recently been confirmed by a 
similar investigation (5). 

The last 5 years have witnessed the decline and fall of the 
myth of the DST's specificity for melancholia (3, 6). Attrib- 
uting biological specificity to a blunted ACTH response to 
CRH does not appear to be justified by the available data. 
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Extreme Haircutting and Psychosis 


Sig: We have recently had the opportunity to observe 
several patients on an acute inpatient psychiatric unit who 
had cut their hair or shaved their heads before admission. 
Intrigued by this behavior, we gathered the records of all 
patients with similar behavior whose names could be recalled 
by the nursing staff. We were able to document this behavior 
in eight patients, five of whom fulfilled DSM-III criteria for 
chronic schizophrenia—three with the paranoid and two 
with the undifferentiated subtype. Three other patients had a 
bipolar affective disorder according to DSM-III criteria and 
had cut their hair during the manic phase. Five cases are 
presented here. 


Mr. À, a 34-year-old white man with chronic paranoid 
schizophrenia, reported feeling “very bad” about himself 
and had self-destructive thoughts that were alleviated 
when he shaved his head. He reported having shaved his 
head 6 months earlier for similar reasons. 


Mr. B, a 38-year-old white man with chronic paranoid 
schizophrenia, had shaved his head during this first psy- 
chotic episode. He reported that the more hair he cut, the 
clearer his senses became. Feeling elated, he had a barber 
cut off all his hair. 


Ms. C, a 44-year-old white woman with a bipolar 
affective disorder, reported cutting off all her hair on three 
occasions outside the hospital during manic episodes. She 
also had a history of wrist cutting. 


Ms. D, a 22-year-old white woman with an atypical 


bipolar affective disorder, cut off her hair with scissors as 
an "offering to her doctors" during one of her admissions. 
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She responded to treatment, but after discharge she re- 
lapsed and again cut off all her hair. 


Mr. E, a 25-year-old white man with chronic paranoid 
schizophrenia, had repeatedly cut his hair very short and 
shaved his body hair. He said that this was done in 
response to a voice commanding him to change his sex. 


We were unable to find any documentation of extreme 
haircutting as a psychiatric symptom. In our eight cases, it 
appeared to be a manifestation of psychosis during the 
course of a schizophrenic or bipolar illness and so is not a 
specific sign. The haircutting was done for a variety of 
reasons. It may have been a mild form of self-mutilation in 
the cases of Mr. A and Ms. C. Mr. E apparently cut his hair 
and shaved his body in response to an auditory command 
hallucination; Mr. B and Ms. D apparently cut their hair in 
response to a delusional perception in which the act was 
viewed as pleasurable or necessary. We do not know why the 
other patients cut their hair. 

Haircutting has been explained psychodynamically, and 
the cutting off or losing of hair has been regarded as an 
expression of castration (1). Berg (2) described conventional 
behaviors involving hair—for example, daily hair brushing, 
periodic haircutting, and particularly a daily shave for men— 
as a substitutive expression of sexual conflict, conspicuously 
at the genital level but with the usual contribution from 
the pregenital component instincts. In at least one of the 
patients, Mr. E, the haircutting had an obviously sexual 
significance. 

Whatever the motivation for this unusual behavior, it is 
clear that it may accompany relapse. Because haircutting is 
not life threatening, it may be overlooked or undocumented 
unless it is extreme, such as head shaving. In some cases, 
haircutting may precede more florid psychotic symptoms, so 
clinicians should be alert to this symptom. 
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Neuroscience and Psychiatry 


Sir: In the article "Neuroscience and Psychiatry: Marriage 
or Coexistence" (1), Herbert Pardes, M.D., thoughtfully 
examined the relationship between the current revolution in 
the neurosciences and psychiatry. He argued that neurosci- 
entific advancements will strengthen psychiatry and that 
biology will integrate with psychology. He wrote, “In answer 
to the question, Are neuroscience and psychologically based 
psychiatry reconcilable?, I submit that they are increasingly 
and that their reconciliation is one of the cornerstones of the 
field." And perhaps this is true. However, as we attempt to 
predict how the neurosciences will affect psychiatry, it is 
useful to look at other ways, both old and new, of viewing 
the interaction between mind and body. 

To those who study the relationship between body and 
mind, Dr. Pardes and most modern neuroscientists would be 
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labeled “reductive materialists"; that is, they believe that 
mental states are physical states of the brain and that our 
present psychological theories will be modified and ex- 
panded to someday explain the complex steps from neuro- 
chemistry to “thoughts,” “beliefs,” and behavior (2). 

Dr. Pardes' view is in sharp contrast to the long-held 
theory of dualism, first proposed by Descartes, in which the 
mind and body were considered to operate in different 
realms and be hardly related (3). Descartes believed that the 
mind influenced the body only in the pineal gland. As we 
have come to understand more about the workings of the 
brain, this theory has been largely abandoned. 

There is also the well-known school of philosophical 
behaviorism, in which “the mind" is understood strictly in 
terms of observable behavior; that is, any statement 2bout a 
mental state or thought can be better understood in terms of 
an observable behavior that would result from having such a 
thought or mental state (4). 

Another theory of mind-body interaction widely held 
among contemporary philosophers and researchers in artifi- 
cial intelligence is functionalism. This school holds taat there 
are more ways than one for nature, and perhaps ever. man, to 
put together a thinking creature. Thoughts are not under- 
stood strictly in terms of neurons but, instead, in terms of 
functional states that might correspond to neurons, or com- 
puter circuits, or whatever else might be able to “think.” 

Last, there is the school of eliminative materialists, who 
believe that as we advance with neuroscientific knowledge, 
we will be forced to radically revise our present psycholog- 
ical theories. They argue that in other areas (physics, astron- 
omy, biology) we have had conceptual revolutions as knowl- 
edge in the field advanced (5). So too, they argue. we will 
have to replace “modern” psychology with a conceptually 
new psychology based on neuroscience (6). It is this school 
that would argue most strongly against Dr. Pardes' vision of 
a harmonious blending of neuroscience and present-day 
psychologically based psychiatry. 

Peaceful blending, radical revolution, or mutual coexist- 
ence—which will it be? Whichever path it takes, the field of 
psychiatry will be growing and changing for the better as our 
knowledge of the brain advances. 
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Psychotic Reaction to an Insect Repellent 
Sır: Because of its potential clinical importance ior psy- 
chiatrists, we should like to call your readers’ attention to 


our report (1) of a patient who developed an apparent 
psychotic reaction to the topical application of N,N-diethyl- 
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m-toluamide (deet), the active ingredient in most topical 
insect repellents. 


Mr. A, a 30-year-old married employed man, self- 
treated a rash with daily applications of a 70% solution of 
deet, followed by heat lamp exposure, for 2 weeks. He 
then developed an acute manic-like psychosis with gran- 
diose delusions and aggressivity and required hospitaliza- 
tion. In 6 days his psychosis had cleared, after only 15 mg 
of haloperidol the first day; 3 months later he was working 
steadily, without a recurrence of symptoms. Deet was 
found in his urine 12 days after the last application. 


Since our report, a second case of hallucinations in an 
adult after frequent applications of deet was reported by 
Edwards and Johnson at the December 1986 midyear clinical 
meeting of the American Society of Hospital Pathologists. 
These may be the first reports of toxic psychoses induced by 
deet in adults. Because of its widespread use, deet should be 
suspected in other atypical psychoses. This may be of par- 
ticular interest to military psychiatrists because of the pro- 
longed use of deet by servicemen in hot climates. 
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Neuroleptic Malignant Syndrome: Facts and Controversies 


Sin: The editorial on neuroleptic malignant syndrome by 
David E. Sternberg, M.D. (1), was timely. Although our 
understanding of this iatrogenic entity remains patchy at the 
moment, the author made certain controversial statements in 
the editorial. 

Dr. Sternberg maintained that the syndrome is more 
frequent with high-potency neuroleptics; however, such a 
conclusion is likely to be premature, as this apparent in- 
creased prevalence may be a reflection of the prescribing 
practices of clinicians (2). Moreover, neuroleptic malignant 
syndrome has been reported in association with non- 
neuroleptic drugs also (2, 3), a fact that seems to have been 
ignored in the editorial. In an extensive literature search, my 
colleagues and I identified a series of 14 cases in which the 
syndrome occurred in association with nonneuroleptic 
agents. However, all of these drugs affected the dopaminer- 
gic system in one way or another. 

Dr. Sternberg suggested that neuroleptic malignant syn- 
drome may be more prevalent in nonschizophrenic psychi- 
atric illnesses. In a recently published review of 120 patients, 
60 patients (50%) had a diagnosis of schizophrenia (3). In 
another review also, 50% of the patients had schizophrenic 
illness (2). Apart from organic brain syndrome, neuroleptic 
malignant syndrome has been found not to be correlated 
with a concurrent physical disease (3). It has been suggested 
that the distribution of psychiatric diagnoses of patients with 
neuroleptic malignant syndrome corresponds more or less to 
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the usual distribution of diagnoses of patients treated with 
neuroleptics (3). 

Although I agree that the syndrome is probably missed in 
some patients and is often unrecognized, | feel that published 
case reports should be thoroughly scrutinized before they are 
accepted as episodes of neuroleptic malignant syndrome. 
Information seems to be sketchy and limited in many case 
reports (2, 3), leading to doubts about the diagnosis. 

Dr. Sternberg said that treatment should be continued for 
at least a week after symptomatic improvement and longer if 
the syndrome is secondary to administration of depot neu- 
roleptics. Although this may be followed as a general guide- 
line, exceptions do occur. Because of the greatly extended 
half-life of depot neuroleptics, significantly elevated blood 
levels of these drugs remain for weeks (2). In one case report 
(4), an abnormally long duration of neuroleptic malignant 
syndrome following administration of oral neuroleptics was 
seen. In this case the syndrome persisted for 3 weeks after 
cessation of haloperidol, and the patient relapsed after a 
17-day course of amantadine. Treatment was continued for 
another 5 months. Relapse may occur with early discontin- 
uation of treatment (5). 

I agree, however, with the overall observation that greater 
consideration of the diagnosis and thorough documentation 
will be helpful in reducing the serious consequences of this 
potentially fatal syndrome. 
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ADITYANJEE, M.D. 
Kuala Lumpur, Malaysia 


Dr. Sternberg Replies 


Sir: Dr. Adityanjee questions whether the administration 
of high-potency neuroleptics is associated with an especially 
high frequency of neuroleptic malignant syndrome, attribut- 
ing this association, instead, to prescribing practices. Al- 
though the frequent association of neuroleptic malignant 
syndrome with high-potency neuroleptics may indeed be 
secondary to some third factor that is related to such 
medications—be it the frequency with which these drugs are 
prescribed, the higher dose equivalencies in which they tend 
to be given, or the tendency for these drugs to be prescribed 
when the dose is going to be rapidly increased—nevertheless, 
it has remained true across many studies that high-potency 
neuroleptics were more commonly used in patients who went 
on to develop neuroleptic malignant syndrome. Thus, 
Levenson (1) reported that 86% of the patients in his review 
had received either haloperidol or fluphenazine, and Shalev 
and Munitz (2) found that these two drugs appeared to be 
the offending agent in 56 of 81 cases (69%) of neuroleptic 
malignant syndrome that were seemingly due to one drug. 


Am J Psychiatry 144:8, August 1987 





Whether the prevalence of neuroleptic malignant syn- 
drome is higher in nonschizophrenic patients remains uncer- 
tain. A number of reviews suggest that neuroleptic malignant 
syndrome is more common in patients receiving neuroleptics 
for diagnoses other than schizophrenia (3, 4). Moreover, Dr. 
Adityanjee presupposes that schizophrenic patients make up 
only 50% of the population of patients who are treated with 
neuroleptics. Is there evidence that this is in fact true? 

Regarding the pharmacologic management of the syn- 
drome, I suggested that treatment should be continued “for 
at least a week” following oral medication and “longer” 
following administration of depot neuroleptics. These are 
guidelines only. Recent data (2) further support the idea that, 
in addition to clinical parameters such as temperature, mus- 
cle tone, and state of consciousness, the level of plasma 
creatine phosphokinase can be used to monitor the progress 
of treatment, since plasma creatine phosphokinase is closely 
correlated with the intensity of the syndrome. 

Dr. Adityanjee is correct concerning the evidence that neu- 
roleptic malignant syndrome can develop in association with 
nonneuroleptics; for example, it can occur after the with- 
drawal of dopamine agonist drugs. I did not discuss this 
point because my focus was on the implications of neurolep- 
tic malignant syndrome for clinical decisions involved in 
prescribing neuroleptics. 

Indeed, Shalev and Munitz (2), in their recent review, 
reported that patients who developed neuroleptic malignant 
syndrome tended to receive antipsychotic drugs at a rela- 
tively rapid “loading” rate, the average of which was the 
equivalent of adding 500—700 mg of chlorpromazine each 
day. Their finding provides yet another argument for “‘swing- 
ing the pendulum" away from the previously common 
clinical practice of very aggressive high-potency neuroleptic 
treatment (i.e., initiating treatment with very high doses or 
rapid acceleration of the dose: “neuroleptic digitalization") 
(5). The association between neuroleptic malignant syn- 
drome and rapid increases in neuroleptic doses that Shalev 
and Munitz reported provides additional support for more 
judicious neuroleptic dosing, for study of the efficacy of low 
doses, and for considering the addition of nonneuroleptics 
(e.g., benzodiazepines) when seeking a sedative to control 
psychotic agitation. 
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DAVID E. STERNBERG, M.D. 
Central Valley, N.Y. 


Symptoms of Neuroleptic Malignant Syndrome 


Sra: The article by Gerard Addonizio, M.D., and associ- 
ates (1) on the neuroleptic malignant syndrome has several 
flaws that make it unconvincing. The first problem is the 
definition of “elevated temperature." A temperature of 99°F 
(37.2°C) is considered normal in all areas of medicine if there 
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has been a previous normal basal temperature. The normal 
variation during the day is 1.4°C, and physical activity 
elevates body temperature as well (2). Thus, the criteria 
proposed by Dr. Addonizio and his colleagues allow for a 
normal temperature in. neuroleptic malignant syndrome. A 
second problem is the failure to eliminate muscle trauma or 
intramuscular injections as potential causes of elevated cre- 
atine phosphokinase levels. The report failed to record how 
often patients were evaluated for hypertension, for what 
duration of time they were diaphoretic, and on how many 
successive days they had a leukocytosis. 

The article frankly points out that it was “not possible to 
determine which signs of neuroleptic malignant syndrome 
occurred before initiation of treatment." How, then, could 
the authors determine the prevalence of a drug-induced 
syndrome when they could not identify which aspects of the 
syndrome, if any, were in fact drug induced? 

We believe the article is misleading. It does, however, 
illustrate the problems of retrospective studies as well as the 
difficulties in studying a poorly characterized syndrome. We 
believe that this study demonstrates the need for a prospec- 
tive study of the prevalence of neuroleptic malignant syn- 
drome. In such a study we hope that fever will be restored to 
its role as a cardinal feature. 
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JOSEPH H. FRIEDMAN, M.D. 
RICHARD L. WAGNER, M.D. 
Providence, R.I. 


Dr. Addonizio and Colleagues Reply 


Sin: We find it difficult to understand how Drs. Friedman 
and Wagner concluded that our paper on the neuroleptic 
malignant syndrome was misleading when we specifically 
discussed the points they mention. They also seem to have 
missed a central point of the paper, which we repeatedly 
emphasized, namely, that the distinction between the neuro- 
leptic malignant syndrome and symptoms of the neuroleptic 
malignant syndrome. We agree that elevated temperature is a 
cardinal feature of the full-blown neuroleptic malignant 
syndrome (1), but this may not be true with milder variants 
or incipient forms. As we pointed out in the paper, ‘‘Neuro- 
leptic malignant syndrome is a continuous spectrum of 
physiologic reactions to neuroleptics that, in some patients, 
takes a severe, potentially lethal form." In fact, our own 
review of the literature (2) revealed that extrapyramidal side 
effects usually precede temperature elevation. In addition, as 
others have pointed out (3), the neuroleptic malignant syn- 
drome may occur without a dramatic rise in temperature. 
Furthermore, six of eight patients with symptoms of the 
neuroleptic malignant syndrome in our series had a temper- 
ature higher than 99°F, 

We agree that there can be many causes of elevated 
creatine phosphokinase levels, and in our article we pointed 
out that this elevation “may be seen in untreated patients.” 
Regarding the duration of symptoms, our table 1 indicated 
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the duration of the syndrome for each patient. Furthermore, 
what we found striking was the concurrence of symptoms of 
neuroleptic malignant syndrome, not necessarily the magni- 
tude or duration of any one symptom. 

As we stated in the paper, we could not identify conclu- 
sively which symptoms were drug induced. We never claimed 
that we could. The point of the paper was that many patients 
have these symptoms, and it behooves us to identify causal 
relationships through ‘‘further well-controlled prospective 
studies.” We join Drs. Friedman and Wagner in the desire for 
more prospective studies of neuroleptic malignant syndrome 
and believe that our paper helped to identify many of the 
issues which need to be examined. 
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GERARD ADDONIZIO, M.D. 
VIRGINIA L. SUSMAN, M.D. 
STEVEN D. ROTH, M.D. 
White Plains, N.Y. 


Lethal Catatonia and Neuroleptic Malignant Syndrome 


Sin: Lam in full agreement with the statement by Stephan 
C. Mann, M.D., and associates (1) that lethal catatonia still 
occurs, although it has become less frequent since the 
introduction of neuroleptic drugs. A better term for this 
condition is ‘pernicious catatonia,” because not all cases are 
lethal if they are treated promptly with two or three ECTs 
within 24 hours. The syndrome used to occur most fre- 
quently during the hot season, when disturbed patients were 
placed in restraints, which increased their hyperthermia and 
led to vasomotor collapse. 

My main reason for this letter is that on the basis of 
personal experience and the recent literature, I believe that 
patients with catatonic excitement and hyperthermia today 
are invariably taking neuroleptics and thus are given a 
diagnosis of neuroleptic malignant syndrome. No attempt 
has been made to study the differential diagnosis of lethal 
(pernicious) catatonia and neuroleptic malignant syndrome. 
It is striking that most of the patients with neuroleptic ma- 
lignant syndrome who fail to respond to dantrolene are 
treated successfully with ECT. Although the French origina- 
tors of neuroleptic drugs first described the syndrome in a 
patient given haloperidol, other neuroleptics are equally 
involved. 

A third condition that should be mentioned is malignant 
hyperthermia. This condition has also been attributed to 
various drugs, including some used in anesthesia, such as 
succinylcholine. Franks and associates (2) reported in 1982 a 
patient with depression who had some features specific to 
malignant hyperthermia; the patient was unsuccessfully 
treated with dantrolene but responded to ECT. Since various 
psychotropic drugs have been reported to be responsible for 
malignant hyperthermia, the relationship of this condition to 
both lethal catatonia and neuroleptic malignant syndrome 
should be considered. 


1106 





REFERENCES 


1. Mann SC, Caroff SN, Bleier HR: Lethal catatonia. Am J Psychi- 
atry 1986; 143:1374—1381 

2. Franks RD, Aoueille B HI, Mahowald MC, et al: ECT use for a 
patient with malignant hyperthermia. Am ] Psychiatry 1982; 
139:1065—1066 


L.B. KALINOWSKY, M.D. 
New York, N.Y. 


Drs. Mann and Caroff Reply 


Sig: We appreciate Dr. Kalinowsky’s interest in our re- 
port. With respect to the increased frequency of lethal 
catatonia during the summer, our data, like those of Peele 
and Von Loetzen (1), indicate that it has a uniform seasonal 
distribution. Of special interest is a 1933 report by Derby (2) 
of 187 "'manic-depressive exhaustion deaths," since manic 
patients, relative to patients with stupor, would seem partic- 
ularly vulnerable to summer heat. Again, no seasonal varia- 
tion was evident. 

Dr. Kalinowsky underscores the intriguing clinical similar- 
ities between lethal catatonia, the neuroleptic malignant 
syndrome, and malignant hyperthermia. There is substantial 
evidence that neuroleptic malignant syndrome is associated 
with neuroleptic treatment and is distinct from "functional" 
lethal catatonia. The frequent onset of neuroleptic malignant 
syndrome shortly after the start of neuroleptic treatment, the 
many instances of recurrence of neuroleptic malignant syn- 
drome upon rechallenge, and the occurrence of neuroleptic 
malignant syndrome in neuroleptic-treated patients with no 
evidence of a psychiatric disorder support this association 
(3). Furthermore, reports of conditions like neuroleptic ma- 
lignant syndrome following treatment with dopamine- 
depleting agents or withdrawal from dopamine agonists and 
the involvement of dopamine in central heat-loss mecha- 
nisms and akinetic mutism strongly support the likelihood 
that antidopaminergic effects of neuroleptics could lead to 
neuroleptic malignant syndrome (3). 

Nevertheless, some cases of neuroleptic malignant syn- 
drome and lethal catatonia may be indistinguishable. Since 
neuroleptic malignant syndrome involves severe akinesia and 
hyperthermia, it most resembles cases of lethal catatonia that 
have a primarily stuporous course, rather than the more 
common “classic” lethal catatonia, which involves excite- 
ment before stupor. While excitement often precedes neuro- 
leptic malignant syndrome, it is not associated with hyper- 
thermia progressing to extreme levels as in “classic,” excited 
lethal catatonia. Rather, in neuroleptic malignant syndrome 
hyperthermia first emerges with the onset of stupor. Thus, 
78% of the 292 cases of lethal catatonia reviewed in our 
report appeared distinguishable from cases of neuroleptic 
malignant syndrome, primarily on the basis of well-docu- 
mented extreme hyperthermia during the excited phase. 
However, 65 cases (22%) of the 292 appeared clinically 
indistinguishable from cases of neuroleptic malignant syn- 
drome. 

In our report we concluded that lethal catatonia represents 
a syndrome rather than a specific disease and that it may 
occur in association with organic disorders as well as various 
psychiatric conditions. From this perspective we suggested 
that neuroleptic malignant syndrome be viewed as a neuro- 
leptic-induced toxic or iatrogenic form of organic lethal 
catatonia. 

Aside from the critical measure of stopping neuroleptics, 
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the most frequently reported therapeutic interventions have 
involved the use of dantrolene and dopamine agonists. Ob- 
servations regarding ECT in treating néuroleptic malignant 
syndrome are more limited (3). It appears that compared 
to its use in treating “functional” lethal catatonia, ECT 
may be less consistently effective in treating neuroleptic 
malignant syndrome. Furthermore, the occurrence of cardiac 
arrest in two cases of neuroleptic malignant syndrome and 
coma and atrial arrhythmia in single cases argue against 
its use as a primary intervention in neuroleptic malignant 
syndrome. 

Malignant hyperthermia is considered a disorder of skel- 
etal muscle in which exposure to certain inhalation anesthet- 
ics or depolarizing muscle relaxants intraoperatively leads to 
a marked increase of intracellular calcium, with consequent 
muscular rigidity and severe hyperthermia. While clinical 
and laboratory similarities between malignant hyperthermia 
and neuroleptic malignant syndrome have been reported (4), 
the mechanisms involved in the pathogenesis of these drug- 
induced hyperthermias are probably different. To our knowl- 
edge, episodes of malignant hyperthermia have not been re- 
ported in patients with neuroleptic malignant syndrome, nor 
has sensitivity to neuroleptics or antidepressants been dem- 
onstrated in malignant hyperthermia patients. 
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Duty to Protect 


Sin: In regard to a recent article by Mark J. Mills, J.D., 
M.D., and associates (1) entitled “Protecting Third Parties: A 
Decade After Tarasoff,” it is interesting to note that a recent 
decision in Delaware extends Tarasoff-like duties even be- 
yond those of the Petersen decision (2). 

In the case of Laird v. State of Delaware, a chronic 
schizophrenic patient drove his car across the highway, 
hitting another vehicle and killing its occupant. The patient 
had had numerous hospitalizations in state and Veterans 
Administration institutions over a period of about 10 years. 
There was no history of violence, the patient did not know 
the man whom he killed, and the crime (or accident) oc- 
curred 6 months after the patient had been discharged from 
the state hospital. He had been hospitalized for an acute 
psychotic episode, treated with antipsychotics, and dis- 
charged as nonpsychotic 2 weeks after admission. He did not 
return for a follow-up appointment and spent time in the 
ensuing 6 months taking some college courses. The court 
found the treating psychiatrist to be grossly negligent—for a 
crime against an unspecified, unforeseen victim 6 months 
after the patient’s discharge from a state institution, with 
evidence of the patient’s functional, nonpsychotic behavior 
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during the period between discharge and the crime (or 
accident). 

This seems an unfortunate decision, and one which heralds 
problems for those who believe that psychiatry, and partic- 
ularly psychotherapy, is more akin to doctoring or religious 
confession than to policing and protection of the public at 
large. 
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DAVID E. RASKIN, M.D. 
Wilmington, Del. 


Dr. Mills and Colleagues Reply 


Str: We thank Dr. Raskin for his letter and for the de- 
scription of the Laird case. He states, we believe correctly, 
that the case extended the application of the Tarasoff doc- 
trine “beyond” Petersen in that the court found liability 
although the patient 1) had no history of previous violence 
(or, presumably, threats of violence), 2) had not been hospi- 
talized in the 6 months before the incident, and 3) was a 
voluntary outpatient who chose not to pursue follow-up 
treatment. 

The case amply illustrates some of the difficulties courts 
and mental health professionals face in such factual circum- 
stances. The primary problem, and apparently the determi- 
native one from the court’s perspective, was the fact that the 
patient was “judgment proof”; that is, because he was 
indigent and uninsured, the family of the decedent could not 
be directly compensated. Courts like to do justice in the case 
at bar, and given the choice between awarding no compen- 
sation and extending a useful doctrine to the point of 
dubiety, the court chose the latter course. We believe that 
mandatory automobile liability insurance laws with the state 
as the ultimate guarantor (or perhaps a no-fault system) 
would better compensate injured parties and the families of 
decedents without having to distort an otherwise reasonable 
doctrine. This case appears to be yet another illustration of 
the legal aphorism “Hard cases make bad law.” 

Nevertheless, although the result in Laird appears com- 
pletely unreasonable (given the lack of linkage between 
hospitalization and the accident and the lack of a history of 
violence and/or threats), the Tarasoff doctrine should not be 
dismissed as senseless (1). We continue to believe that 
psychiatrists and all psychotherapists should intervene— 
typically with an appropriate clinical mechanism, for exam- 
ple, hospitalization—when patients meaningfully threaten 
others (2). Certainly, one of the problems with the Laird 
decision is that there was no threat and no history of violent 
behavior, and thus there was no clinical “notice” alerting the 
psychiatrist to the need for heightened clinical circumspec- 
tion (3). 

Besides wishing to affirm the intrinsic reasonableness of 
the Tarasoff doctrine, we believe it is noteworthy that a 
number of states have followed California in enacting laws 
that “immunize” psychotherapists from liability when psy- 
chotherapists endeavor to notify the intended victim and 
contact the police (4). Such laws allow psychotherapists to 
discharge their duty to protect relatively easily. Nevertheless, 
we continue to believe that these laws work best when, 
unlike the situation in California law, psychotherapists are 
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“immunized” when they hospitalize or civilly commit pa- 
tients, not just when they notify victims and call law enforce- 
ment agencies (5). 

Finally, it is important not to conflate the Tarasoff doc- 
trine with an unfortunate misapplication. The Tarasoff doc- 
trine did not compel the legal decision in Laird; instead, the 
court contorted the doctrine to compensate the family of the 
victim. We wonder whether, in the long run, justice was 
served. 
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MARK J. MILLS, J.D., M.D. 
GREER SULLIVAN, M.D. 
SPENCER ETH, M.D. 

Los Angeles, Calif. 


The Borderline Diagnosis for Children 


Sir: The retrospective diagnosis of “borderline” children 
by Deborah A. Greenman, M.D., and associates (1) was an 
interesting step. We believe the data point to another, 
better-validated diagnosis and thus do not support the 
conclusion that the syndrome of adult borderline personality 
disorder was “highly prevalent in a selected sample of 
hospitalized children.” The diagnosis we refer to is aggres- 
sive conduct disorder, or, in DSM-III terms, conduct disor- 
der, undersocialized aggressive. This syndrome, in contrast 
to the amorphous “borderline,” has a clear definition, a 
known prevalence, clinical correlates, a typical family back- 
ground, and a relatively well-defined natural history. The 
latter is also the childhood precursor and equivalent of 
antisocial personality disorder, from which most adult “bor- 
derline" patients suffer (2). 

To test our hypothesis, we selected six distinguishing 
symptoms and applied them to a sample of children who had 
been admitted to the hospital for the treatment of conduct 
disorder (N=58); we also applied them to a group of suitable 
control subjects (N33). We described this sample earlier in 
some detail (3). The six symptoms were delinquent behavior, 
assaultiveness, irritability and anger, being demanding or 
dependent, being argumentative and hostile, and hyperactiv- 
ity. We left “psychotic thinking" out of this list because we 
did not know what was meant by this term beyond delu- 
sions, hallucinations, or formal thought disorder; none of 
these had occurred in our sample. “Splitting” was not rated 
in our sample for lack of a validated definition. Other 
symptoms failed to separate the groups at a significant level. 

The six symptoms more frequently found in the “border- 
line" subjects of Dr. Greenman and associates had the 
following distribution in our conduct disorder group: 296 
had three symptoms, 28% had four, 51% had five, and 19% 
had all six. In our control subjects the distribution was 52% 
with none, 2996 with one, 1096 with two, 796 with three, 
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and 3% with four (x?=75.2, df=6, p«.0001; Cramer’s 
V—.96). The differences of proportion on all six items 
reached higher levels of statistical significance in our groups 
than they did in the "borderline" and "nonborderline" 
groups in the study by Dr. Greenman and associates. 

Without access to the data of Dr. Greenman and her 
colleagues, we cannot apply the criteria for aggressive con- 
duct disorder and for "borderline" to the two sets of samples 
and find out which criteria gave the best separation within 
samples. However, if the syndrome of "borderline" symp- 
toms separated our two groups more efficiently than they 
separated the groups of Dr. Greenman et al., it seems to 
follow that the separation by presence or absence of conduct 
disorder is sharper than that of borderline versus nonborder- 
line. We suggest, therefore, that "borderline" is a poor 
substitute for the rather well-defined syndrome of aggressive 
conduct disorder. Until evidence to the contrary is found, we 
think that "borderline" should be erased from the nomen- 
clature of childhood disorders. Its use leads to mystification 
within the profession and even more so among nonpsychiatr- 
ists. Furthermore, it can be used as a pejorative label for 
patients who resist treatment. 


REFERENCES 


1. Greenman DA, Gunderson JG, Cane M, et al: An examination of 
the borderline diagnosis in children. Am J Psychiatry 1986; 143: 
998—1003 

2. Pope HG, Jonas JM, Hudson JI, et al: The validity of DSM-Ill 
borderline personality disorder. Arch Gen Psychiatry 1983; 40: 
23-30 

3. Behar D, Stewart MA: Aggressive conduct disorder of children: 
the clinical history and direct observations. Acta Psychiatr Scand 
1982; 65:210-220 


DAVID BEHAR, M.D. 
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MARK A. STEWART, M.D. 
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Dr. Greenman and Associates Reply 


Sir: As we have noted, the unexpectedly small number of 
significant differences between the borderline and nonborder- 
line subjects in our study raises questions about the validity 
of the borderline diagnosis for children; but we do not 
agree that the data support conduct disorder, undersocial- 
ized aggressive type, as a meaningful diagnostic alternative. 

Drs. Behar and Stewart looked for the presence or absence 
of six symptoms in a group who did and a group who did not 
fulfill DSM-III criteria for conduct disorder, undersocialized 
aggressive type. The symptoms were apparently chosen from 
the eight variables of the Diagnostic Interview for Border- 


"Jines-Revised and the four nondiagnostic variables that were 


significantly more frequent in our borderline group. Two 
(delinquent behavior and assaultiveness) are actual criteria 
for the diagnosis of conduct disorder, and a third (hyperac- 
tivity) is reported to be commonly associated with it. Two 
more (irritability and argumentativeness or hostile behavior) 
would be expected in children selected for their tendency to 
commit what DSM-III calls acts of "personal violence 
against persons or property." Therefore, although the six 
symptoms were significantly more common in the conduct 
disorder group, the selection of criteria makes the findings 
hard to evaluate. 

Drs. Behar and Stewart view the link between antisocial 
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personality disorder and adult borderline personality disor- 
der as further evidence of a link between borderline disorders 
and conduct disorder. The citing of the article by Pope et al. 
(reference 2 in their letter), however, is misleading. Pope et 
al. did not demonstrate that most adult borderline patients 
suffer from antisocial personality disorder but, rather, that 
there is an overlap between adult borderline personality 
disorder and antisocial personality disorder in men. (For 
women the overlap is between borderline personality disor- 
der and histrionic personality disorder.) 

The borderline child, like the borderline adult, has been 
described as not only angry and assaultive but also depressed 
and self-destructive (1) and vulnerable to transient losses of 
reality testing in the absence of diagnosable psychosis. Drs. 
Behar and Stewart did not use symptoms of depression, 
self-destructiveness, or impaired reality testing in their study. 
Their suggestion that conduct disorder is an alternative to a 
borderline diagnosis for children implies a different notion 
about the borderline child. 

We were surprised by our failure to find a clearly 
discriminable group of patients who manifested outwardly 
and inwardly directed aggression, impaired reality testing in 
the absence of psychosis, and markedly impaired interper- 
sonal relationships. However, we think it is too early to 
abandon the concept of such a disorder in childhood, 
particularly since it can be identified, even if it does not 
appear to be sufficiently specific. We wonder if there might 
be discriminable subgroups within what may indeed be an 
overly broad and perhaps even “amorphous” syndrome. For 
example, perhaps certain kinds of male patients with con- 
duct disorder later develop characteristics of both borderline 
and antisocial personality disorder. We hope to look at this 
possibility in our follow-up study of the original sample. 
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Usefulness of the Dexamethasone Suppression Test 


Sir: I heartily concur with the conclusion of Eric D. 
Peselow, M.D., and associates (1) that the dexamethasone 
suppression test (DST) has little usefulness in monitoring 
long-term outcome in affective disorders. Further, there 
seems little reason to order the DST at all. 

While two-thirds of patients with depressive disorder will 
have nonsuppression on the DST (2), clinicians must still 
treat all patients, whether their serum cortisol levels are 
suppressed or not. Of what clinical usefulness is the DST, 
since we must treat the patient and not the laboratory result? 
Many patients have normal results on the DST but are 
severely depressed, and vice versa; alcoholics and those 
taking psychotropic drugs, for example, will have positive 
DST results but not suffer from depression or require treat- 
ment (3). 

Physicians from other countries are properly impressed 
with the glittering technology available to American physi- 
cians, but sometimes we would do better to use our eyes and 
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ears and clinical judgment and do without costly and unnec- 
essary workups. Clinical observation of depressed patients is 
not very difficult, after all. As for using the DST to determine 
whether the patient is recovering from depression or relaps- 
ing into it, any psychiatrist who needs a laboratory study to 
make that clinical determination needs more training in 
recognizing affective disorders. He or she also needs to quit 
using costly laboratory studies that drive up the cost of 
health care, especially when health care dollars are scarce. 

Having written an article on the DST (4), 1 am in the 
curious position of being the only local psychiatrist who 
never uses it! Some psychiatrists have added the DST to their 
routine admission orders for all depressed patients, but how 
this affects the treatment the patients receive is obscure. 
Perhaps the guidelines for ordering the DST need clarifica- 
tion, but I think for now the DST is best left to researchers 
who can readily justify their use of it. I do not think clinicians 
need the test at all; it seems both unnecessary and cost- 
ineffective. 
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JONATHAN G. SOLOMON, M.D. 
Hampton, Va. 


Dr. Peselow Replies 


Sir: My colleagues and I appreciate Dr. Solomon's letter 
and are happy to hear that the results of our study concur 
with his clinical impression. We (and, I believe, most inves- 
tigators) agree that the DST value should never replace clin- 
ical judgment in making decisions about treatment for 
depressed patients. 

However, our impression regarding the DST is similar to 
that of the American Psychiatric Association’s Task Force on 
Laboratory Tests in Psychiatry; i.e., we feel that although it 
may not be clinically helpful at this time, it would be 
premature to discard it entirely. It does seem clear that there 
is a greater frequency of abnormal DST results in patients 
with major depression, particularly the endogenous or mel- 
ancholic subtype, than in other psychiatric groups (1). Al- 
though this difference is not as sensitive and specific as 
previously suggested (2), the difference does appear to sug- 
gest hypothalamic-pituitary-adrenal dysfunction, which may 
give us a clue to the etiology and treatment of depression. 

Recent (3, 4) although disputed (5) evidence that positive 
results on the DST in depressed patients predict a poor 
response to placebo—suggesting the need for somatic treat- 
ment—might be important if replicated. In addition, despite 
our study, there is evidence in the literature (1) which 
contradicts our finding and suggests that the DST might be a 
useful predictor of clinical recovery. However, as Dr. 
Solomon correctly points out, one wonders how much this 
laboratory test adds to existing clinical judgment. In a study 
in which I was involved (4), the fact that the DST predicted 
poor response to placebo was not really useful clinically. The 
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mere fact that the patients presented with major depressive 
symptoms, which remained constant after a week of single- 
blind placebo, suggested the need for somatic treatment 
regardless of the DST results. 

Thus, although my colleagues and I share Dr. Solomon’s 
pessimism about the current clinical usefulness of the DST, 
we feel—on the basis of what I have just said—that further 
work is needed to truly elucidate its role in psychiatric 
treatment. 
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ERIC D. PESELOW, M.D. 
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Posttraumatic Stress Disorder in Japanese Prisoners of War 


Sin: The paper by Christopher C. Tennant, M.D., and 
associates on the psychological effects 40 years after release 
of being a prisoner of war (1) is misleading, particularly since 
posttraumatic stress disorder is less recognized in Australia 
than in the United States. The authors described posttrau- 
matic stress disorder as “the presumed diagnosis," but in a 
later paper describing the same study (2), they went further 
and said, “No subjects ... fulfilled the DSM-III require- 
ments of post-traumatic stress disorder." The psychiatric 
methodology of the assessment is questionable. Together, the 
physical and psychological assessment of each subject took 
half a day, and there was no indication of the length of time 
given to the psychiatric interview. Furthermore, there was no 
confirmation of the validity of the psychodiagnostic instru- 
ments used in relation to posttraumatic stress disorder. 

The Physician’s Guide for Disability Evaluation and Ex- 
amination (3) stresses that "interviews of cases for PTSD will 
often require more time than for other disorders.” Further- 
more, in the section Diagnostic Pitfalls, it states in relation to 
psychodiagnostic instruments, “As of the mid-1980s stan- 
dardized instruments (e.g., the MMPI, DSI [sic], SCL-90 and 
SADS) have not been validated for PTSD and are not capable 
of sorting symptoms and responses into the diagnosis of 
PTSD. Until sufficient standardized research is complete, 
such instruments cannot be utilized to document the pres- 
ence or absence of PTSD. They may even suggest alternative 
incorrect diagnoses.” 

McFarlane (4) stressed the frequency of multiple diagnoses 
on axis I in cases satisfying the criteria for a DSM-III 
diagnosis of posttraumatic stress disorder, and Green et al. 
(5), in a critical review of some of the conceptual issues 
involved with posttraumatic stress disorder, referred to 
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“shifts over time in symptom constellations or intensities” 
related to "fluctuations," “episodes,” and “trigger stimuli." 
Shore et al. (6) indicated that their use of the Diagnostic 
Interview Schedule was the first application of a "new 
technique to a disaster community" and suggested that very 
careful use of this schedule is necessary to elicit “intensifica- 
tion" of symptoms provoked by situations that remind the 
individual of a traumatic experience, which, one might 
suppose, occur precisely when the “denial and suppression" 
referred to by Dr. Tennant and his colleagues is breached. 

It cannot therefore be accepted that the study by Dr. 
Tennant and associates excluded the diagnosis of posttrau- 
matic stress disorder in the postwar psychological morbidity 
of their subjects. 

Green et al. (5) listed four possibilities for explaining the 
relationship between posttraumatic disorder and character 
pathology: 1) character pathology and posttraumatic stress 
disorder may be relatively independent, 2) character pathol- 
ogy may predispose individuals to develop posttraumatic 
stress disorder, 3) it may function as a selector for those who 
find themselves in high-risk, potentially traumatic situations 
and survive, and 4) character pathology may develop from 
trauma. À fifth possibility that they did not mention is that 
previous character (whether pathological or normal) may be 
one of the variables determining the final clinical picture in 
individuals with chronic posttraumatic stress disorder. With 
such a hypothesis it is quite possible that Dr. Tennant and 
associates were describing, among other things, the symp- 
toms of chronic posttraumatic stress disorder sufferers, de- 
pendent as much on their premorbid personality as on any 
difference in the nature of the catastrophic stress they have 
experienced. 

Finally, it should be pointed out that it would not be 
unreasonable to expect to find posttraumatic stress disorder 
in a number of the control subjects used in the study by Dr. 
Tennant and his colleagues. 
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LP. BURGES WATSON, M.R.C.PSYCH., F.R.A.N.Z.C.P. 
Hobart, Tas., Australia 


Dr. Tennant and Colleagues Reply 


Sir: There is little disagreement between ourselves and Dr. 
Burges Watson. While we accept that the diagnosis of 
posttraumatic stress disorder is at times difficult, Dr. Tenn- 
ant was experienced in this area, having worked full-time as 
a psychiatrist in a Veterans Hospital psychiatric department. 
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We had indeed expected to find subjects with posttraumatic 
stress disorder, but, using the strict DSM-III criteria, we 
could not identify any (1). Nonetheless, we believe that the 
excess morbidity we did find was clearly due to traumatic 
war stress. Irrespective of the mechanisms involved (in this 
case, the possibility that symptoms change over long periods 
of time or that these veterans had ego defenses which did not 
permit the expression of some clinical phenomena), a diag- 
nosis according to DSM-III can only be based on observable 
or elicitable phenomena, not on phenomena that might be 
present in the unconscious. 

We are not aware of any other published studies of 
survivors of catastrophic experiences of this magnitude, so 
long after the trauma, that have used standardized diagnostic 
(DSM) criteria. Comparison is thus not possible. It will be of 
great interest to see, in longitudinal studies of Vietnam 
veterans perhaps, whether posttraumatic stress disorder 
symptoms change over a 40-year period. It is our expectation 
that they will, and perhaps in the twenty-first century, 
although many will have considerable psychiatric morbidity, 
there will be few with DSM-III diagnoses of posttraumatic 
stress disorder. 
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CHRISTOPHER TENNANT, M.D. 
KERRY GOULSTON, M.D. 
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Use of Animals in Research 


Sin: The “research perspective” set forth in the editorial by 
Harold Alan Pincus, M.D., and associates on the animal 
rights movement (1) appears to be that psychiatric research 
benefits human welfare; the use of animals, especially pri- 
mates, benefits psychiatric research; and therefore, psychiat- 
ric researchers and clinicians should ensure that animal re- 
search continues as before. 

We in the animal rights movement understand that the use 
of animals may aid psychiatric research. We also know that 
humans would provide a vastly superior psychiatric research 
model. Yet, as was correctly stated in the editorial, human 
subjects cannot be used for some studies. Understand that it 
is not for scientific reasons that humans cannot be used, but 
for ethical reasons. Understand also that it is not for scientific 
reasons alone that animals should not be used; there exist 
ethical reasons that pack their greatest punch when a nonhu- 
man primate is the potential research subject. 

The editorial simply assured us that researchers are “eth- 
ically concerned” about the use of animals, but nothing in 
the editorial showed that the authors understand what there 
is to be concerned about. Indeed, it is my experience that 
researchers generally have only a modest understanding of 
the difficult and powerful ethical issues that their animal 
research raises. 

The same Congressional Office of Technology Assessment 
publication that was cited in the editorial (2) included a 
chapter which briefly reviewed the ethical considerations of 
animal experimentation. The chapter concluded that “ani- 
mals are morally entitled to be treated humanely; whether 
they are entitled to more than that is unclear” (p. 83). The 
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failure of researchers to care enough to inform themselves 
deeply about these “unclear” ethical issues is moral blind- 
ness. 

The editorial states correctly that “the conduct of scientific 
inquiry is at stake” here. The duty of psychiatric researchers 
and clinicians, however, is not simply to ensure that animal 
research continues but to inform themselves about the ethical 
issues (the Congressional study is a good place to start), 
understand them, and enter the debate. 
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STEVEN M. WISE 
President, Animal Legal Defense Fund 
Boston, Mass. 


Dr. Pincus and Associates Reply 


Sin: Mr. Wise’s letter responding to our editorial about the 
appropriate role of animal models in the conduct of biomed- 
ical and behavioral research restates a position we articu- 
lated in our editorial: that animal research should continue if 
scientific knowledge and improved clinical interventions are 
to be advanced, and that researchers should continue to 
exercise care and discretion in the use of animal subjects. We 
stated unequivocally that “we must ensure against errors of 
judgment or protocol in animal research through better 
education of our researchers to the highest standards of 
animal care and concern.” 

Clearly, animal research does raise “difficult and powerful 
ethical issues." We have no reason to believe that psychiatric 
researchers have any greater or lesser understanding of these 
issues than do animal rights advocates. Mr. Wise’s assertion 
that researchers are ignorant about ethics is simply an at- 
tempt to cloud what is, in fact, a fundamental, ethically 
based disagreement about the value of human life and 
welfare relative to that of the life and welfare of animals. 


HAROLD ALAN PINCUS, M.D. 
THEODORA FINE, M.A. 
Washington, D.C. 

HERBERT PARDES, M.D. 

New York, N.Y. 

FREDERICK GOODWIN, M.D. 
Rockuille, Md. 


Expressed Emotion 


Str: Howard W. Koenigsberg, M.D., and Robert Handley, 
Ph.D. (1), took “expressed emotion” and tried to make it 
into an entity with their own definition. In general, | don't 
think it is a good idea to impose narrow technical definitions 
on the words of our common language, but J think they have 
a further problem by trying to make expressed emotion into 
an entity at all. 

I think they know better; they have listened to families, 
and they wrote about the range of emotion families express. 
Throughout the paper, however, they hoped that if only they 
could draw the line in the right place, they could predict 
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which schizophrenic patients would "relapse" in which 
hostile families. Their failure is similar to the mess we have 
waded through with the dexamethasone suppression test; 
there is just no reason to think that a single variable will 
uniformly categorize human life events. In this case, I hope 
that the authors’ index building does not distract from their 
promotion of focusing on how families express concern, 
exasperation, scorn, attachment, and so on. 
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MICHAEL STITELMAN, M.D. 
Branford, Conn. 


Drs. Koenigsberg and Handley Reply 


Sin: Dr. Stitelman objects to the reductionistic use of a 
research variable to represent the complexity of family life. 
This is a principle worthy of support. However, while Dr. 
Stitelman takes exception to clinical reductionism, his read- 
ing of our paper as an exercise in "index building" is itself 
reductionistic. 

The expressed emotion index was developed as part of an 
inductive process of research. Beginning with the observation 
by George Brown that schizophrenic patients who returned 
home following hospitalization were apt to relapse sooner 
than those who lived alone, researchers gradually identified a 
number of features of family attitude that correlated with 
early relapse. These features were codified into an expressed 
emotion index that was a strong and well-replicated predic- 
tor of relapse. The development of the index was not the end 
point, as Dr. Stitelman seems to believe, but, rather, a 
midway point in the inductive inquiry. Our review examined 
work seeking to dissect expressed emotion to identify clini- 
cally meaningful constructs underlying the index. Studies of 
family interaction patterns, relatives’ personality styles, the 
effect of intercurrent life events, and psychophysiological 
responses of patients have helped elucidate the expressed 
emotion construct. Reviewing this work, we raised the 
possibility that expressed emotion may be an umbrella 
concept encompassing several core constructs, and we pre- 
sented a number of alternative conceptualizations. The em- 
phasis of our paper was on deriving clinically meaningful 
constructs from a predictive index, not on advocating its use 
simply to “‘draw the line,” as Dr. Stitelman asserts. 

He also makes the specific criticism that we claimed that a 
single variable, expressed emotion, predicts the course of 
schizophrenia. To the contrary, we discussed the role of a 
number of other predictor variables (p. 1363), and we 
displayed these variables in the fourth column of our table 1. 
It is only by unfolding the effect of other predictor variables 
that it becomes possible to assess the contribution of the 
expressed emotion variable itself. 

We do agree with Dr. Stitelman’s initial point: “expressed 
emotion” is a poor name for the construct. Unfortunately, 
the term has been widely used since its introduction in 1972, 
and it has become fairly well incorporated into our lexicon. 


HAROLD W. KOENIGSBERG, M.D. 
White Plains, N.Y. 

ROBERT HANDLEY, PH.D. 

Denver, Colo. 
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Voluntary and Involuntary Patients 


Sır: While sympathetic to the need to determine what 
differentiates “voluntary” psychiatry inpatients from those 
who are “involuntary” in order to better decide loci of 
treatment, we take issue with the approach of Robert L. 
Okin, M.D., in his article on legal status and characteristics 
of patients in state hospitals (1). 

In the article the only reason for not equating voluntari- 
ness with legal status was that “some patients who sign into 
state hospitals voluntarily may in fact do so under the threat 
that they would otherwise be admitted involuntarily.” There 
are others. In Massachusetts, where the state hospitals are 
the first line of treatment and not backup facilities, patients 
are transported from outpatient settings directly to hospitals. 
Police departments and ambulances will not transport pa- 
tients without a physician’s emergency certification. Hence, 
patients who would otherwise be voluntary arrive at the 
hospital as involuntary patients. Sometimes they sign in 
voluntarily, and sometimes they do not. Furthermore, invol- 
untary patients who know the system well often sign in 
voluntarily. By doing so they can simultaneously execute a 
3-day notice, in an attempt to be discharged sooner than if 
they had remained involuntary patients. In Massachusetts, 
legal status on admission has little relationship to patients’ 
willingness to be at the facility. 

The confusion surrounding voluntariness is compounded 
by the questionable competency of many individuals who 
sign voluntary admission forms, Olin and Olin (2), in a study 
done in Massachusetts, found that only 8% of those who 
signed into a state hospital voluntarily had a full understand- 
ing of the voluntary admission contract. Studies in other 
states have had similar outcomes (3, 4). 

State hospitals—unlike general hospitals and private psy- 
chiatric hospitals—serve a population skewed toward chro- 
nicity of illness, previous utilization of services, familiarity 
with the inpatient setting, and lack of third-party reimburse- 
ment. How these make an impact on legal status at the time 
of admission is important and may override the effects of 
current clinical status. It is not clear that those who are now 
voluntary and involuntary patients at a state hospital are the 
same as those who would become voluntary and involuntary 
patients at a general hospital psychiatric unit. 

Understanding the operation of the Massachusetts system 
makes some of Dr. Okin's "unanticipated" findings less 
surprising. One example: involuntary patients were found to 
have fewer previous psychiatric admissions and shorter 
lengths of stay than voluntary patients. It is common for an 
individual —without the knowledge of the community men- 
tal health system—to be involuntarily admitted to a Massa- 
chusetts state hospital and then promptly transferred to the 
private sector when insurance coverage is verified and/or a 
bed is available. 

Dr. Okin, while Commissioner of Mental Health in Mas- 
sachusetts, was a strong advocate for general hospital psy- 
chiatric units to replace some functions historically fulfilled 
by state hospitals. We supported that concept then and 
continue to do so. Unfortunately, Dr. Okin’s article does not 
assist us in evaluating the viability of that option. Legal 
status at admission and voluntariness—in Massachusetts, at 
least—are far from synonymous. 
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STEVEN K. HOGE, M.D. 
Worcester, Mass. 


Dr. Okin Replies 


Sir: Drs. Geller and Hoge assert that I equated legal status 
with voluntariness. I did not. In fact, I explicitly stated that 
certain factors erode and blur the real distinction between 
voluntary and involuntary patients. I gave one important 
example of such a factor. There are obviously others, as Drs. 
Geller and Hoge have pointed out. 

Drs. Geller and Hoge also imply that my study would have 
been better designed had it examined the correlation between 
de facto voluntariness (rather than formal legal status) and 
other characteristics of patients. The two reasons that formal 
legal status was chosen instead were 1) the difficulty of as- 
sessing de facto voluntariness, which involves a great degree 
of subjectivity on the part of the researcher, and 2) the fact 
that one of the major exclusion criteria of many general 
hospitals involves formal legal status, not simply de facto 
voluntariness. The entire point of the paper, in fact, was to 
demonstrate that formal legal status does not necessarily 
imply much about the clinical status of the patient and thus 
should not by itself be used as an exclusion criterion in the 
general hospital admission process. 


ROBERT L. OKIN, M.D. 
Boston, Mass. 


Differential Diagnosis of Mute Patients 


Sir: I was pleased to read the helpful and sensible review 
of mutism by Lori L. Altshuler, M.D., and associates (1). 
However, while stressing the importance of diagnosing or- 
ganic disease that presents in this way, they unfortunately 
repeated the erroneous assumption—made by many eminent 
physicians since Charcot—that a mute patient's ability to 
whisper and write intelligibly confirms the diagnosis of 
hysterical conversion or some other psychiatric condition. ! 
reported just such a case (2); the patient was found to have 
a left frontoparietal infarction and probably had a highly 
specific apraxia of speech. 

Furthermore, the authors glossed over the distinction 
between near speechlessness and total speechlessness. It is the 
latter that, in the absence of any other physical signs, is most 
likely to be "functional" in origin (3). However, in this area, 
as in the whole of medicine, there are exceptions to every 
rule. 
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Edward Arnold, 1970 


ANTHONY S. DAVID, ALR.C.P. 
London, England 


Dr. Altshuler and Associates Reply 


Sır: We would like to thank Dr. David for refocusing 
attention on two important aspects of the diagnosis of mute 
patients: 1) the need to determine whether the patient can 
write and 2) the distinction between near and total speech- 
lessness. Mutism with a concomitant preservation of the 
ability to write may occur in some psychiatric disorders 'e.g., 
conversion reactions with aphonia, depression, catatonic 
schizophrenia) but may also occur, as Dr. David states, in 
neurologic conditions. Aphemia, the syndrome mentioned by 
Dr. David, is characterized by mutism, transient right 
hemiparesis, and retained ability to write (1). It usuallv oc- 
curs with a small lesion in Broca's area of the left hemis- 
phere. We aliuded to this disorder in our review of mutism 
and included it in the list of differential diagnoses at the end 
of the article. 

The distinction between near and total speechlessness 
requires further study. There are at least three syndromes in 
which speech is reduced but the patient is not completely 
mute. In the first, the patient has no verbal output for long 
periods but occasionally interrupts his or her silence with 
statements of normal volume and structure. This mav occur 
in catatonic states of neurologic or psychiatric origin and in 
akinetic mutism. The second syndrome includes all of the 
nonfluent aphasias, such as transcortical motor aphasia, 
Broca's aphasia, and global aphasia. These patients have a 
paucity of verbal output but can execute brief expostulations 
and single-word replies. The third syndrome includes pa- 
tients whose speech is markedly diminished in volume, so 
that whispering is the predominant mode of communication. 
This behavior may occur with conversion disorders and 
depression but may also be seen with vocal cord lesions and 
in the recovery phases of aphemia. 

We agree with Dr. David that there are exceptions to 
virtually all rules regarding the mute patient, and there is no 
substitute for a thorough evaluation guided by knowledge of 
the differential diagnosis and continued observation until a 
diagnosis can be confirmed. Only then will the silent patient 
begin to yield his or her secrets. 
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1. Benson DF: Aphasia, Alexia, and Agraphia. New York, Church- 
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LORI L. ALTSHULER. M.D. 
JEFFREY L. CUMMINGS, M.D. 
MARK J. MILLS, J.D., M.D. 
Los Angeles. Calif. 


Torture and the Legal System 


Sin: In her review of The Breaking of Bodies and Minds: 
Torture, Psychiatric Abuse, and the Health Professions (1), 
Lisa M. Schwerdt, Ph.D., wrote that torture was not cast 
from the legal system until Napoleon did so in 1808. This is 
historically not quite correct. The first governing head of 
state who officially struck torture from the legal system of his 
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country was Frederick II (the Great), when he became king of 
Prussia in 1740. 


REFERENCE 
1. Schwerdt LM: Book review, E Stover, EO Nightingale (eds): The 
Breaking of Bodies and Minds: Torture, Psychiatric Abuse, and 
the Health Professions. Am ] Psychiatry 1987; 144:115—116 
HEINRICH FUERST, M.D. 
Nanoose Bay, B.C., Canada 


Dr. Schwerdt Replies 


Sır: My statement was based on information contained in 
Stover and Nightingale's book. I appreciate Dr. Fuerst's 


correction of the facts, which emphasizes even more the need 
for attention to this matter. 


LISA M. SCHWERDT, PH.D. 
Florence, Ala. 


Correction 


In the article "Psychiatric Disorders in a Community 
Sample of Adolescents” (May 1987 issue, pp. 584-589) by 
Javad H. Kashani, M.D., et al., there was an error in the 
fourth paragraph on page 585. The number 115 (72.4%) 
should have been 155 (72.4%). 

The staff regrets the error. 


Reprints of letters to the Editor are not available. 
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Official Actions 


Highlights of the 140th Annual Meeting 


The 140th annual meeting of the American Psychiatric Associa- 
tion was held in Chicago, Ill., May 9-14, 1987. The total registra- 
tion was 11,312, including 6,134 members, 1,396 spouses and other 
family members, 1,870 nonmember professionals, 1,433 exhibitors, 
186 members of the media, and 137 staff members. 


Opening Session 


The opening session was called to order by Robert O. Pasnau, 
M.D., 115th President of the Association, on Sunday evening, May 
10, in the Arie Crown Theatre, McCormick Place East. Dr. Pasnau 
read a letter of welcome from Mayor Harold W. Washington. 

Dr. Pasnau recognized members of the APA board of Trustees, 
members of the Executive Committee of the APA Assembly, past 
Presidents, past Speakers of the Assembly, past Vice-Presidents of 
the Association, and newly elected national and Assembly officers, 
Trustees, presidents of APA district branches, and chairpersons of 
the APA councils. 

Dr. Pasnau announced that Dr. Anatoly Koryagin, who had 
recently been released from prison in the Soviet Union and emigrated 
to Switzerland, would hold a press conference and give a talk to the 
Association on Wednesday, May 13. 

Robert E. Hales, M.D., chairperson of the Scientific Program 
Committee, and Harold M. Visotsky, M.D., and James T. Barter, 
M.D., co-chairpersons of the Local Arrangements Committee, were 
introduced and thanked by Dr. Pasnau. 

Dr. Pasnau then introduced the following distinguished represen- 
tatives of psychiatric and other related organizations from the 
United States and abroad: 

International scholars: Prof. Costas Stefanis of Greece, also 
representing the World Psychiatric Association; Prof. Andrzej 
Piotrowski of Poland, also representing the Polish Psychiatric Asso- 
ciation; Prof. Brij B. Sethi of India, also representing the Indian 
Psychiatric Society; Prof. Hanns Hippius of West Germany; and Dr. 
David Hamburg of the United States. 

Representatives of other international organizations and psychi- 
atric associations in other countries: Dr. Anne Lindhardt, Danish 
Psychiatric Society; Prof. Dr. E. Lungershausen, German Society for 
Psychiatry and Neurology; Dr. Rodolfo Fahrer, Argentinian Asso- 
ciation for Social Psychiatry; Dr. Ho Young Lee, Korean Neuropsy- 
chiatric Association; Prof. A. Ledesma Jimeno, Spanish Society of 
Psychiatrists; Dr. Paulo Alterwain, Ministry of Health of Uruguay; 
Prof. F. Lieh Mak, Hong Kong Psychiatric Association; Dr. 
Masahisa Nishizono, Japanese Psychoanalytic Association; Prof. 
Eng-Kung Yeh, Taiwan Society of Psychiatry and Neurology; Dr. 
Kyoshi Makita, Pacific Rim College of Psychiatrists; Prof. Jorge 
Alberto Costa e Silva, Brazilian Association for Social Psychiatry; 
Dr. John Grigor, Royal Australian and New Zealand College of 
Psychiatrists; Dr. Satoshi Shikiba, Japanese Society for Private 
Psychiatric Hospitals; Dr. J.L.T. Birley, Royal College of Psychia- 
trists of Great Britain; Prof. Dr. W.J. Schudel, Dutch Psychiatric 
Association; Dr. Stanley Greben, Canadian Psychiatric Association; 
Dr. Hannes Petursson, Icelandic Psychiatric Association; Dr. Nalaka 
Mendis, Sri Lanka Psychiatric Society; Dr. Manoel Antonio Albu- 
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querque, Latin American Psychiatric Association; Dr. John Carle- 
ton, World Association for Social Psychiatry; Dr. Douglas Mata- 
moros, Neurological Society of Honduras; Dr. Roberto Llanos 
Zuloaga, Peruvian Psychiatric Association; Dr. Kari Pylkkanen, 
Finnish Psychiatric Association; Dr. Fathy Loza, Egyptian Psychiat- 
ric Association; Dr. Otto Doerr, Chilean Society of Neurology, 
Psychiatry, and Neurosciences; Dr. Elena Levin, Argentine Psychi- 
atric Association; Dr. Constantine Soldatas, Hellenic Society of 
Neurology and Psychiatry; Dr. Nicholas Destounis, Hellenic Society 
of Psychosomatic Medicine of Greece and the American Branch of 
the World Association of Dynamic Psychiatry; and Dr. Abraham 
Halpern, International Society of Law and Psychiatry. 
Representatives of organizations in the United States: Dr. William 
L. Webb, Jr., President, Academy of Psychosomatic Medicine; Dr. 
Donald Ian Macdonald, Administrator, Alcohol, Drug Abuse, and 
Mental Health Administration; Dr. Irving Philips, President, Amer- 
ican Academy of Child and Adolescent Psychiatry; Dr. Rodrigo A. 
Muñoz, President, American Academy of Clinical Psychiatrists; Dr. 
Jack D. Kerth, representing the American Academy of Otolaryngol- 
ogy—Head and Neck Surgery; Dr. Richard J. Frances, President, 
American Academy of Psychiatrists in Alcoholism and Addictions; 
Dr. J. Richard Ciccone, President, American Academy of Psychiatry 
and the Law; Dr. Arthur W. Epstein, President, American Academy 
of Psychoanalysis; Dr. Elliott M. Stein, President, American Associ- 
ation for Geriatric Psychiatry; Dr. Gene L. Usdin, President, Amer- 
ican Association for Social Psychiatry; Dr. Herbert Pardes, Presi- 
dent, American Association of Chairmen of Departments of Psychi- 
atry; Dr. Gordon H. Clark, President, American Association of 
Community Mental Health Center Psychiatrists; Dr. George L. 
Ginsberg, President, American Association of Directors of Psychiat- 
ric Residency Training, Inc.; Dr. Stuart L. Keill, President, American 
Association of General Hospital Psychiatrists; Dr. Dave M. Davis, 
President, American Association of Psychiatric Administrators; Dr. 
Girish V. Shah, President, American Association of Psychiatrists 
From India; Dr. Joseph D. Bloom, President, American Board of 
Forensic Psychiatry, Inc.; Dr. John A. Talbott, Vice-President, 
American Board of Psychiatry and Neurology, Inc.; Dr. Robert L. 
Leon, President, American College of Psychiatrists; Dr. Alex H. 
Kaplan, President, American College of Psychoanalysts; Dr. How- 
ard D. Kibel, President, American Group Psychotherapy Associa- 
tion; Dr. John L. Clowe, Vice-Speaker, House of Delegates, Amer- 
ican Medical Association; Dr. Mary Jane England, President, Amer- 
ican Medical Women’s Association; Dr. Barry Aranson, represent- 
ing the American Neurological Association; Ms. Kathleen Scharer, 
representing the American Nurses Association; Dr. Bert Pepper, 
President, American Orthopsychiatric Association; Mrs. Judith 
Feldman, President, American Psychiatric Association Auxiliary; Dr. 
Richard C. Simons, President, American Psychoanalytic Associa- 
tion; Dr. Bonnie R. Strickland, President, American Psychological 
Association; Dr. Lee N. Robins, President, American Psychopatho- 
logical Association; Dr. John G. Looney, President, American Soci- 
ety for Adolescent Psychiatry; Dr. Evaristo Gomez, President, Amer- 
ican Society of Hispanic Psychiatrists; Dr. Paul S. Appelbaum, 
representing the American Society of Law and Medicine; Dr. Milton 
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Reisner, President, American Society of Psychoanalytic Physicians; 
Dr. Nabil El-Rafei, President, Arabic-Speaking Psychiatrists of 
America; Dr. Jonathan F. Borus, President, Association for Aca- 
demic Psychiatry; Dr. John N. Chappel, President, Association for 
Medical Education and Research in Substance Abuse; Dr. Chase P. 
Kimball, President, Association of Directors of Medical Student 
Education in Psychiatry; Father Lucien Sawyer, President, Associa- 
tion of Mental Health Clergy; Dr. Robert L. Williams, President, 
Benjamin Rush Society; Dr. Richard A. Fields, President, Black 
Psychiatrists of America; Dr. Jerry M. Lewis, President, Group for 
the Advancement of Psychiatry; Dr. Ewald W. Busse, President, 
International Association of Gerontology; Mr. Donald J. Richard- 
son, President, National Alliance for the Mentally Ill; Mr. Malcolm 
D. Strickler, President, National Association of Private Psychiatric 
Hospitals; Ms. Dorothy V. Harris, President, National Association 
of Social Workers; Dr. J. Frank James, President, National Associ- 
ation of State Mental Health Program Directors; Ms. Marilyn Weiss, 
President, National Depressive and Manic-Depressive Association; 
Dr. Thomas K. Ciesla, President, National Guild of Catholic Psy- 
chiatrists; Dr. Dorynne Czechowicz, Assistant Director for Medical 
and Professional Affairs, National Institute on Drug Abuse; Dr. 
Frank J. Sullivan, Acting Director, National Institute of Mental 
Health; Mrs. Suzanne G. Elson, President, National Mental Health 
Association; Dr. Syed Arshad Husain, President, Pakistan Psychiat- 
ric Society of America; Dr. Mario A. Ordonez, President, Philippine 
Psychiatrists in America; Dr. Everett H. Ellinwood, President, 
Society of Biological Psychiatry; Dr. Norbert Enzer, President-Elect, 
Society of Professors of Child Psychiatry; and Dr. M. Kemal 
Goknar, President, Turkish-American Neuropsychiatric Associa- 
tion. 

George Tarjan, M.D., introduced Dr. Pasnau, who gave the 
Presidential Address, "Psychiatry in Medicine: Medicine in Psychi- 
atry” (printed elsewhere in this issue of the Journal). Harold M. 
Visotsky, M.D., introduced George H. Pollock, M.D., President- 
Elect of the Association, who gave the Response to the Presidential 
Address, “Opportunities and Challenges That Confront Medicine 
and Its Specialties, With Special Reference to Psychiatry (printed 
elsewhere in this issue). Dr. Pasnau then adjourned the opening 
session. 


Business Meeting 


The annual business meeting was called to order by Robert O. 
Pasnau, M.D., in McCormick Place North on Monday, May 11, 
1987, at 12:30 p.m. 

First session. Dr. Pasnau asked for a moment of silence in memory 
of all members and Fellows who had died during the past year. John 
S. McIntyre, M.D., Recorder, called the roll of Assembly represen- 
tatives and announced the presence of a quorum. Edward C. Kirby, 
M.D., chairperson of the Tellers Committee, announced the results 
of the election of officers and Trustees. 

The reports to the membership followed. Each officer submitted a 
report to the Assembly, acting for the membership, and gave a brief 
summary of that report. Elissa P. Benedek, M.D., presented the 
Secretary’s report, which was followed by the reports of Alan I. 
Levenson, M.D., Treasurer; Roger Peele, M.D., Speaker of the 
Assembly; Irvin M. Cohen, M.D., Speaker-Elect of the Assembly; 
Leigh M. Roberts, M.D., chairperson of the Committee on Consti- 
tution and By-Laws; and John S. McIntyre, M.D., chairperson of the 
Membership Committee. Melvin Sabshin, M.D., presented the Med- 
ical Director’s report. Reports of all the councils were also available. 
All reports were accepted by the Assembly as submitted and will be 
published in the October 1987 issue of the American Journal of 
Psychiatry. 

Dr. Pasnau presented the Speaker’s plaque to Roger Peele, M.D., 
retiring Speaker, and the Vice-President’s badge to Paul J. Fink, 
M.D., retiring Vice-President. Daniel X. Freedman, M.D., presented 
the President's badge to Dr. Pasnau. Dr. Pasnau then recessed the 
first session of the business meeting. 

Second session. Dr. Pasnau called the second session of the 
business meeting to order and opened the forum. There were no 
requests from the floor for discussion of new business. The business 
meeting was then adjourned by Dr. Pasnau. 
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Convocation 


The 31st Convocation of Fellows was held in the International 
Ballroom of the Chicago Hilton Hotel, beginning at 8:00 p.m. on 
Monday, May 11. Dr. Pasnau presided. After the processional 
march, Dr. Pasnau called the convocation to order. The invocation 
was given by the Reverend Edwin Wappler, Ph.D., of Grace 
Episcopal Church, Oak Park, Ill. President-Elect Pollock then led the 
ceremony conferring Life Fellowship and the induction of Fellows of 
the Association. Dr. Pasnau introduced Distinguished Fellow Floyd 
E. Bloom, M.D., and Honorary Fellow Janet B.W. Williams, 
D.S.W., and read the names of the 1986 Corresponding Fellows, 
who were not present: M. Parameshvara Deva, M.D., Selangor, 
Malaysia; Franco Ferracuti, M.D., Rome, Italy; and Beverley 
Raphael, M.D., New South Wales, Australia. The following Life 
Fellows and Life Members who have been members of the Associ- 
ation for 50 years (1937—1987) were introduced: 

Camilla M. Anderson, M.D., Sidney, Mont.; Irma Bache, M.D., 
Washington, D.C.; Thomas Bamford, Jr., M.D., San Diego, Calif. 
Murray Bergman, M.D., Newark, N.Y.; Samuel B. Broder, M.D., 
Chicago, Ill.; Morris W. Brody, M.D., Bala-Cynwyd, Pa.; Edward J. 
Carroll, M.D., Miami, Fla.; James M. Cunningham, M.D., Dayton, 
Ohio; Raymond J. Duffy, M.D., Pacific Palisades, Calif.; Eugene 
Falstein, M.D., Chicago, Ill.; Michael Greenfield, M.D., Danville, 
HL; Roy R. Grinker, Sr., M.D., Chicago, Ill; Harold B. Hanson, 
M.D., Edina, Minn.; Thomas J. Hardgrove, M.D., Sacramento, 
Calif.; James M. Henninger, M.D., Green Valley, Ariz.; Edward J. 
Humphreys, M.D., Hopewell, N.].; Robert C. Hunt, M.D., Miami, 
Fia.; William K. Keller, M.D., Louisville, Ky.; Jules H. Masserman, 
M.D., Chicago, Ill; Genevieve M.S. May, M.D., Malibu, Calif. 
John D. Morgan, M.D., Portland, Ore.; Richard Newman, M.D., 
Woodbridge, Conn.; Mollie E. Orloff, M.D., Atlanta, Ga.; Tracy C. 
Owens, M.D., Indianapolis, Ind.; George E. Peatrick, Wayne, N.].; 
Norman Reider, M.D., San Francisco, Calif.; Wendell H. Rooks, 
M.D., Grand Rapids, Mich.; J.L. Rosenbloom, M.D., Pueblo, Colo.; 
Joseph S. Skobba, M.D., Atlanta, Ga.; Stanislaus A. Szurek, M.D., 
Hillsborough, Calif; Charles V. Taylor, M.D., Little Rock, Ark.; 
Mary M. Thomson, M.D., New York, N.Y.; Anthony S. Tornay, 
M.D., Philadelphia, Pa.; Carl E. Trapp, M.D., Glendale, Ariz.; Max 
Unger, M.D., Los Angeles, Calif.; Morton L. Wadsworth, M.D., 
Richmond, Va.; Raymond W, Waggoner, Sr., M.D., Ann Arbor, 
Mich.; Samuel R. Warson, M.D., Sarasota, Fla.; Paul L. White, 
M.D., Austin, Tex.; Leston S. Whitehead, M.D., Grosse Pointe, 
Mich.; Samuel A. Zeritsky, M.D., Philadelphia, Pa.; Max Zuger, 
M.D., Sarasota, Fla. 

After introducing several members of the Menninger family who 
were in the audience, Dr. Pasnau introduced James H. Sammons, 
M.D., Executive Vice-President of the American Medical Associa- 
tion, who gave the William C. Menninger Memorial Convocation 
Lecture, “Where Has Adolescence Gone?" 

Dr. Pasnau introduced the chairpersons of the awards committees 
and then presented the 1987 awards. Special Presidential Commen- 
dations were presented to Thomas F. Anders; M.D., Associate 
Chairman of the Department of Psychiatry and Human Behavior 
and Director of the Division of Child and Adolescent Psychiatry, 
Brown University, “in appreciation of his dedication and his many 
contributions to clinical practice and research, bridging the gap 
between pediatrics and child psychiatry"; to Norman Q. Brill, M.D., 
former Medical Director of UCLA's Neuropsychiatric Institute, "in 
appreciation of his dedication and his lifetime of teaching and 
clinical research in electroencephalography, neurology, psychiatry, 
and psychoanalysis, and his longstanding advocacy of psychiatry as 
a medical specialty"; to James S. Eaton, Jr., M.D., Clinical Professor 
of Psychiatry, Georgetown University Medical School, “in appreci- 
ation of his dedication and his continued support of curriculum 
development in psychiatry in medicine during his many years as chief 
of the Psychiatric Education Branch, NIMH”; to Zbigniew J. 
Lipowski, M.D., Professor of Psychiatry, University of Toronto 
Clarke Institute of Psychiatry, “in appreciation of his dedication and 
his lifetime of teaching and leadership in the development of the 
subspecialty of consultation-liaison psychiatry, and for his pioneer- 
ing work in the delivery of psychiatric care to the physically ill"; to 
Carolyn B. Robinowitz, M.D., Deputy Medical Director of APA, “in 
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appreciation of her dedication and her extraordinary leadership of 
medical organizations, including her presidencies of the ABPN and 
the CMSS, as well as her advocacy of psychiatry in medicine and 
pediatrics in her role as the director of the APA Office of Education”; 
to Robert L. Spitzer, M.D., Chief of Psychiatric Research, Biometrics 
Research Department, New York State Psychiatric Institute, “in 
appreciation of his dedication to the remedicalization of psychiatry 
through his significant contributions to an empirically based psychi- 
atric nosology”; and to Herbert M. Weiner, M.D., Professor, 
Department of Psychiatry and Behavioral Sciences, UCLA, “in 
appreciation of his dedication and his outstanding research, schol- 
arship, and teaching in psychosomatic and psychophysiologic inter- 
actions, and the maintenance of the highest scientific standards 
during his years as editor of Psychosomatic Medicine.” 

Distinguished Service Awards were presented by Dr. Pasnau to 
Henry W. Brosin, M.D., a former President of APA; to Robert J. 
Campbell, III, M.D., Director and Chief Executive Officer of Gracie 
Square Hospital in New York City and Editor-in-Chief of Psychiat- 
ric News; and to the American Association of Directors of Psychi- 
atric Residency Training, whose award was accepted by its presi- 
dent, William Sledge, M.D. The award was established by the 
Trustees to honor members “whose distinguished careers have 
ennobled the profession of psychiatry." 

Miles F. Shore, M.D., Bullard Professor of Psychiatry at Harvard 
Medical School and Superintendent of the Massachusetts Mental 
Health Center, received the Administrative Psychiatry Award. This 
award is given to an APA member who has served as a clinician 
executive in administration, excelled in the administration of major 
mental health programs, and served as a role model. 

The APA/Pennwalt Resident Research Award, given for excellence 
in research undertaken during residency, was given to Daniel C. 
Javitt, M.D., a resident in psychiatry at Albert Einstein College of 
Medicine/Montefiore Medical Center, Bronx, N.Y., and to Robert 
C. Malenka, M.D., a resident in psychiatry at Stanford University 
School of Medicine. 

The Marie H. Eldredge Award was given to Daniel G. Amen, 
M.D., Child Psychiatry Fellow at Tripler Army Medical Center in 
Hawaii. The award is given to an APA member or resident residing 
in Hawaii, Pennsylvania, or New Jersey to recognize research into 
the causes and treatment of neuroses and retardation. 

Nancy C. Andreasen, M.D., Professor of Psychiatry at the Uni- 
versity of Iowa College of Medicine, received the Foundations’ Fund 
Prize for Research in Psychiatry. The prize honors those who have 
made distinguished contributions to research in psychiatry. 

The Samuel G. Hibbs Award was presented to Lenore C. Terr, 
M.D., Clinical Professor of Psychiatry at the University of Califor- 
nia, San Francisco. The award is given for the best unpublished 
paper on a clinical subject. 

The Agnes Purcell McGavin Award, given to honor those who 
have made outstanding contributions to the prevention of mental 
disorders in children, was presented to Barbara Fish, M.D., Profes- 
sor of Psychiatry at the UCLA School of Medicine. 

Four writers received the Robert T. Morse Writers Award, given 
to honor popular writers who have made major contributions to 
public understanding of psychiatry over an extended period of time: 
Philip M. Boffey, Erik Eckholm, Daniel Goleman, and Harold M. 
Schmeck, Jr., all of the New York Times. 

Robert Jay Lifton, M.D., Distinguished Professor of Psychiatry 
and Psychology at the City University of New York, received the 
Oskar Pfister Award, which honors outstanding contributions to 
issues of mutual interest to religious leaders and psychiatrists. 

The Psychiatric Institutes of America Foundation Hospital Psychi- 
atry Research Award, given in recognition of outstanding contribu- 
tions in hospital psychiatry research as evidenced by research papers 
in the field of hospital psychiatry, was presented to three individuals: 
Jeffrey A. Borenstein, M.D., a resident in psychiatry at New York 
University Medical Center; Ira D. Glick, M.D., Professor of Psychi- 
atry at-Cornell University Medical College; and Jon E. Gudeman, 
M.D., Associate Professor of Psychiatry at the Harvard Medical 
School and Director of the Massachusetts Mental Health Center. 

The Robert L. Robinson Award was given to Eileen Brennan, 
community outreach director for Channel 8, KFMB-TV, in San 
Diego; and to Michelle Trudeau, producer of a series on severe 
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mental illnesses for National Public Radio. The award recognizes 
outstanding broadcasters whose work has significantly contributed 
to public understanding of psychiatry and mental illness. 

The Arnold L. van Ameringen Award in Psychiatric Rehabilita- 
tion was presented to the Mental Health Law Project, a nonprofit 
public interest organization working to bring mentalls disabled 
people under the full protection of the nation's laws and to generate 
adequate services to meet their needs. The award was accepted by 
Norman S. Rosenberg, director of the project. It honors contribu- 
tions in one or more of the areas of service, research, education, and 
advocacy in the field of psychiatric rehabilitation and the care of the 
chronically mentally ill. 

Louis Jolyon West, M.D., Professor and Chairman of the Depart- 
ment of Psychiatry and Biobehavioral Sciences at the UCLA School 
of Medicine, received the Seymour D. Vestermark Award, given for 
outstanding contributions to undergraduate and postgraduate med- 
ical education, continuing education, and education of behavioral 
scientists for research in psychiatry. 

The Jack Weinberg Memorial Award for Geriatric Psychiatry was 
presented to Martin A. Berezin, M.D., Clinical Professor Emeritus at 
Harvard Medical School. The award honors a psychiatrist who has 
demonstrated special leadership or who has done outstanding work 
in clinical practice, training, or research in geriatric psychiatry. 

After the presentation of these awards, Dr. Pasnau adjourned the 
Convocation. 

Awards presented at meetings other than the Convocation in- 
cluded the following: ` 

The Manfred S. Guttmacher Award, given to honor outstanding 
contributions to the literature of forensic psychiatry, was given to 
attorney Jan Brakel, a staff researcher with the American Bar 
Foundation; John W. Parry, Director of the American Bar Associa- 
tion Commission on the Mentally Disbled; and Barbara A. Weiner, 
Assistant Professor of Clinical Psychiatry and Behavioral Sciences at 
‘Northwestern University Medical School and an adjunct professor 
at Chicago Kent College of Law. 

The Adolf Meyer Award was presented to Robert L. Spitzer, 
M.D., chairperson of APA’s Work Group to Revise DSAI-IJI. 

The Benjamin Rush Award was presented to Ilza Veith, M.D., 
Professor of Psychiatry at the University of California, San 
Francisco. 

Carlos A. León, M.D., Professor of Psychiatry at the medical 
school of the Universidad del Valle, Cali, Colombia, was the 
recipient of the Simon Bolivar Award. 

The Solomon Carter Fuller Award was presented to Lerone 
Bennett, Jr., a senior editor at Ebony magazine. 

The District Branch Newsletter of the Year Awards were given to 
the Florida Psychiatric Society Newsletter, Richard E. Gordon, 
M.D., Editor; and the PMA Newsletter of the Psychiatric Medical 
Association of New Mexico, Jay Feierman, M.D., Editor. 


Scientific Sessions 


The Scientific Program began on Monday, May 11, but Continu- 
ing Medical Education (CME) courses and industry-sponsored sym- 
posia began on Saturday, May 9. There were 27 discussion groups, 
110 symposia (including 14 industry-sponsored symposia, 245 new 
research presentations, three scientific debates, papers presented in 
$0 paper sessions, 96 workshops (including 37 APA component 
presentations), 15 films, 37 videotapes, 85 CME courses, four 
medical updates, six annual reviews, three clinical case conferences, 
one continuous case conference, eight “clinical consultations with," 
and a public symposium. 

There were 25 lectures. The speakers, their current positions, and 
the titles of their presentations are listed here. 

On Monday, May 11, the following speakers gave lectures: 
Jonathan F. Borus, M.D., Director of Residency Training at Massa- 
chusetts General Hospital and Associate Professor of Psvchiatry at 
Harvard Medical School, “Academic Psychiatry: Teachers, Stu- 
dents, Colleagues"; Torsten Wiesel, M.D., Nobel laureate and head 
of a laboratory in neurobiology at Rockefeller University, “The Role 
of Experience in Shaping Cortical Circuitry"; Ethel S. Person, M.D., 
Director of the Columbia University Center. for Psychoanalytic 
Training and Research, “Love Throughout the Life Cycle: Health 
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and Disease”; Louis Jolyon West, M.D., Professor and Chairman of 
the Department of Psychiatry and Biobehavioral Sciences, UCLA 
School of Medicine, the Seymour D. Vestermark Lecture, “Terror- 
ism, Torture, and the American Psychiatrist”; Lenore C. Terr, M.D., 
Clinical Professor of Psychiatry, University of California, San 
Francisco, the Samuel G. Hibbs Lecture, “The Trauma-Stress Dis- 
orders: Àn Outline and Overview"; Dennis S. O'Leary, M.D., 
President of the Joint Commission on the Accreditation of Hospitals, 
“Future Trends in Evaluating Quality of Care"; and Hanns Hippius, 
M.D., Chairman of the Department of Psychiatry, the University of 
Munich, “What Has Happened in Psychiatry Between Emil 
Kraepelin and the D$M-IIP^" 

On Tuesday, May 12, the following lectures were given: Nancy C. 
Andreasen, M.D., Professor of Psychiatry at the University of Iowa, 
"Through a Skull Darkly: Seeing the Brain"; Costas N. Stefanis, 
M.D., Professor and Chairman of the Department of Psychiatry, 
Athens University Medical School, "Tomorrow's Psychiatrist: Àn 
International Perspective"; Allan Beigel, M.D., Professor of Psychi- 
atry, the University of Arizona, "Avoiding the Potholes on the Road 
From Bedlam to Biotechnology"; Miles F. Shore, M.D., Bullard 
Professor of Psychiatry at Harvard Medical School, the Administra- 
tive Psychiatry Lecture, “Administration and the Third Ear”; Ilza 
Veith, M.D., Professor of Psychiatry, the University of California, 
San Francisco, the Benjamin Rush Lecture, “Benjamin Rush: Psy- 
chiatrist, Physician, and Social Reformer”; Lerone Bennett, Jr., 
Senior Editor, Ebony magazine, the Solomon Carter Fuller Lecture, 
“The Challenge of Blackness”; and Brij Bhushan Sethi, D.Sc., head 
of the World Health Organization Centre for Research and Training 
in Mental Health, “Emerging Trends in Mental Health in Develop- 
ing Countries (India).” 

On Wednesday, May 13, the following lectures were presented: 
Henry H. Work, M.D., Professor Emeritus of Psychiatry at the 
UCLA School of Medicine, “The Menace of Psychiatry: II’; Andrzej 
Piotrowski, M.D., President of the Polish Psychiatric Association, 
“Drug Abuse in Poland: Similarities and Dissimilarities with the 
World Scene”; Robert L. Spitzer, M.D., Chairperson of the APA 
Work Group to Revise DSM-III, The Adolf Meyer Lecture, “A 
Critical Look at Psychiatric Diagnosis: Where Are We and Where 
Should We Go?”; Carlos A. León, M.D., Professor of Psychiatry at 
the medical school of the Universidad del Valle, Cali, Colombia, the 
Simon Bolivar Lecture, “Observing Violence: A Latin American 
View”; David A. Hamburg, M.D., President of the Carnegie Cor- 
poration of New York, "Health and Behavior: A Worldwide 
Opportunity"; and Robert Jay Lifton, M.D., Distinguished Profes- 
sor of Psychiatry and Psychology at the City University of New 
York, the Oskar Pfister Lecture, “The Psychological Uncovering of 
Evil: Nazi Doctors, ‘Doubling,’ and Genocide.” 
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The lectures presented on Thursday, May 14, were the following: 
George D. Lundberg, M.D., Editor of the Journal of the American 
Medical Association, “Psychiatry and Medicine: How Do They 
Mix?”; T. Berry Brazelton, M.D., Chief of the Division of Child 
Development, Children’s Hospital, Boston, “Importance of Early 
Intervention"; Sherry Turkle, Ph.D., Associate Professor of Sociol- 
ogy, Massachusetts Institute of Technology, “Computers and Psy- 
chological Development”; and Marian Wright Edelman, LL.B., 
founder and President of the Children’s Defense Fund, "Children at 
Risk.” 


Special Address by Dr. Anatoly Koryagin 


Dr. Anatoly Koryagin, a Russian psychiatrist and member of APA, 
who was imprisoned for 6 years for his outspoken stance against the 
use of psychiatry for political purposes in the Soviet Union, was 
recently released from a labor camp and emigrated to Switzerland. 
Dr. Koryagin held a press conference and then addressed the 
members of APA on Wednesday, May 13, speaking of his experi- 
ences as a psychiatrist and as a political prisoner. 


Other Activities 


The Committee on Local Arrangements, Harold M. Visotsky, 
M.D., and James T. Barter, M.D., co-chairpersons, planned many 
activities. A “fun run" and tennis and golf tournaments were held. 
There were tours of Chicago's neighborhoods, churches, theaters, 
markets, and gardens and a number of tours that focused on the 
architecture of Frank Lloyd Wright, Louis Sullivan, and many 
contemporary architects of the city. Special tours of the Art Institute 
of Chicago, the Museum of Science and Industry, and other muse- 
ums were arranged, and there was a sunset cruise of the Chicago 
River and lakefront. 


Meeting of the Board of Trustees 
The Board of Trustees met in regular session on Sunday, May 10. 
Meetings of the Assembly 


The Assembly met on Friday, Saturday, and Sunday, May 8, 9, 
and 10. 


ELISSA P. BENEDEK, M.D. 
Secretary, American Psychiatric Association 
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1986—1987 Annual Report of the 
American Board of Psychiatry and Neurology, Inc. 


Composition of the Board 


At its business meeting on Nov. 22, 1986, the American Board of 
Psychiatry and Neurology (ABPN) elected the following officers, 
who began their terms on Jan. 1, 1987: Dr. Robert A. Fishman, 
President; Dr. John A, Talbott, Vice-President; Dr. Robert Michels, 
Secretary; Dr. Jack P. Whisnant, Treasurer; and Dr. Elliott L. 
Mancall, Executive Committee Member-at-Large. 

Dr. James H. Shore (Professor and Chairman, Department of 
Psychiatry, University of Colorado School of Medicine), nominated 
by the American Psychiatric Association, was elected to a 4-year 
term on the Board. Dr. Carolyn Robinowitz completed her second 
4-year term on the Board in December 1986. Dr. Layton McCurdy, 
nominated by the APA Board of Trustees, was reelected to serve a 
second 4-year term as Director. Dr. John F. McDermott, Jr., 
nominated by the APA Section Council to the AMA, was reelected to 
serve a second 4-year term as Director. Dr. Ludwig Gutmann 
(Professor and Chairman, Department of Neurology, West Virginia 
Medical Center), nominated by the American Neurological Associ- 
ation, was elected to a 4-year term on the Board to succeed Dr. 
Desmond O'Doherty. Drs. Elliott L. Mancall, N. Paul Rosman, and 
Jack P. Whisnant, nominated by the American Academy of Neurol- 
ogy, were each reelected to serve a second 4-year term on the Board. 
The names of the 1987 ABPN Directors follow; those serving second 
4-year terms are not eligible for reelection. 

Nominated by the American Medical Association: Dr. M.J. Mar- 
tin (term expires December 1987); Dr. John F. McDermott, Jr. 
(second term expires December 1990); and Dr. William L. Webb, Jr. 
(second term expires December 1989). 

Nominated by tbe American Psychiatric Association: Dr. John A. 
Talbott (second term expires December 1987); Dr. Robert Michels 
(second term expires December 1989); Dr. Layton McCurdy (sec- 
ond term expires December 1990); Dr. Gary J. Tucker (term expires 
December 1988); and Dr. James H. Shore (term expires December 
1990). 

Nominated by the American Neurological Association: Dr. Wil- 
liam E. Bell (term expires December 1987); Dr. J. Donald Easton 
(term expires December 1988); Dr. Stuart A. Schneck (term expires 
December 1989); and Dr. Ludwig Gutmann (term expires December 
1990). 

Nominated by the American Academy of Neurology: Dr. Elliott L. 
Mancall (second term expires December 1990); Dr. N. Paul Rosman 
(second term expires December 1990); Dr. Jack P. Whisnant (second 
term expires December 1990); and Dr. Robert A. Fishman (second 
term expires December 1988). 

Effective January 1986, Stephen C. Scheiber, M.D., assumed the 
position of ABPN Executive Secretary. 


Credentials 


The Board took the following actions related to credentials: 

1. As a parent group of the Residency Review Committee for 
Psychiatry, approved the revised "Essentials of Accredited Residen- 
cies" for psychiatry, to be effective July 1, 1987. 

2. As a parent group of the Residency Review Committee for 
Neurology, approved the revised "Essentials of Accredited Residen- 
cies" for neurology, to be effective Jan. 1, 1988. 

3. Approved the "Essentials of Accredited Residencies" for child 
neurology, to be effective Jan. 1, 1988. 

4. Approved the "Essentials of Accredited Residencies" for child 
psychiatry. 

5. Reaffirmed its policy, effective July 1, 1988, whereby physi- 
cians entering psychiatry residency at the second postgraduate year 
level must have obtained credit for the first postgraduate year from 
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TABLE 1. Candidates for ABPN Part | (Written) Exemination, 
1982-1987 





Number of Candidates _ 
Physician Status 1982 1983 1984 1985 1986 1987 











Met requirements 2,117 2,187 2,029 2,506 2,703 2,649 
Accepted 

examination 2,008 2,064 1,929 2,409 2,574 2,477 
Appeared for 

examination 1,824 1,849 1,738 2,167 2,4301 2,255 





a program approved by the Accreditation Council for € raduate 
Medical Education. 

6. Approved the policy whereby all licensing and trainit:g require- 
ments must be met before application for examination, except for 
residents who complete training after Sept. 1 but before Oct, 1, who 
may submit applications by the Sept. 1 deadline. 


Examinations 


Part 1. At the part 1 (written) examination on March 31, 1987, 
1,670 psychiatrists were examined; 921 (55%) passed ¿nd 749 
(45%) failed. A total of 585 neurologists were examined; 334 (57%; 
passed and 249 (43%) failed. Table 1 contains the numbers of 
candidates in each year from 1982 to 1987. The neat part | 
examination is on April 12, 1988. 

Part Il. At the 1986 part II (oral) examinations held in Seattle 
(Feb. 23-25}, Milwaukee (June 9-11), and Philadelphia Nov. 23- 
25), 1,426 psychiatrists, 427 neurologists, and 63 child neurologists 
were examined. For statistics on these examinations, see table 2. The 
examination sites for 1987 are Houston (Jan. 11-13), Los Angeles 
(April 26-28), and New York (Nov. 15-17). 


Child Psychiatry 


The members of the 1986 Committee on Certification n Child 
Psychiatry were Dr. John Schowalter, Chair; Dr. Richard L Cohen, 
Vice-Chair; Dr. Donald S. Gair, Secretary-Treasurer; Dr. Joseph 
Fischoff; Dr. Peter E. Tanguay; Dr. Joel P. Zrull; and Dr. ‘ris F. Litt, 
member from the American Board of Pediatrics. 

At its Sept. 7-9, 1986, examination in Boston, the committee 
examined 220 candidates. The number of passing candidates was 
131 (59%). Of the remaining 89 candidates, 40 (18%) cor Jitioned 
the examination and 49 (23%) failed. 

In 1986 the Committee on Certification in Child Psychiatry took 
the following significant actions: 

1. Effective with the Sept. 18—20, 1987, examination in Minne- 
apolis, the committee approved a Saturday/Sunday exarunation 
format. It is believed the change will be cost effective Hospital 
facilities have indicated that the weekend format will alleviate 
logistical problems associated with weekday examinatiors. 

2. The committee approved the "Essentials of Accrecited Resi- 
dencies" for child psychiatry. 

3. Dr. William H. Sack was elected to succeed Dr. Rich ird Cohen 
as a committee member on expiration of his term on Dec. 31, :986. 

4. Dr. John Schowalter was reelected Chair of the committee for 
the year beginning Jan. 1, 1987. 

5. Dr. Peter E. Tanguay was elected Vice-Chair of the :ommittee 
for the year beginning Jan. 1, 1987. 

6. Dr. Donald S. Gair was reelected Secretary-Treasurcr of the 
committee for the year beginning Jan. 1, 1987. 
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TABLE 2. Performance of Physicians Who Took ABPN Part H (Oral) Examinations in 1986 








Child 
Exissnieon Total Psychiatry Neurology Neurology 
Results N % N % N % N % 
Passed and 
certified 1,3125 59 815 57 274 64 36 57 
Failed 7931 4 611 43 153 36 27 43 
Total 1,916 100 1,426 100 427 100 63 100 





7. Dr. John Schowalter, as Chair and representative of the 
committee, attended the July 1986 Conference on Sub-Specialty 
Certification hosted by ABPN in Snowmass, Colo. 

8. The committee approved changing its name to the "Committee 
on Certification in Child and Adolescent Psychiatry" and submitted 
its recommendation to the Board for ratification. 

9. 'The committee approved combining the preschool and grade 
school sections of the examination into one section named “Pre- 
school/Grade School.” The change was effective with the 1986 
examination. 


Board Decisions and Items of Interest 


Since its last annual report the ABPN has taken the following 
actions: 

1. Approved the Board office move to 500 Lake Cook Rd., Suite 
335, Deerfield, IL 60015, effective June 15, 1987. The new telephone 
number will be (312) 945-7900. 

2. Contracted with the American Board of Medical Specialties 
to study the reliability of the part II examination. Interexaminer 
consistency and the stability of grading over a 1-year period, 1986, 
will be reviewed in the study. 

3. Ratified its membership as one of five parent groups of the 
Neurology Intersociety Liaison. 

4. Approved definitions for all specialties, which will be in- 
cluded in the American Board of Medical Specialties’ informational 
brochure Definition of a Specialist. 

5. Approved a definition for the ABPN Self-Indemnification 
Fund. 

6. Considered greater involvement in developing an in-service 
examination for neurology residents, as proposed by the Intersociety 
Committee on Neurological Resources. 

7. Withdrew permission to issue certificates of special qualifica- 
tion in critical care medicine for neurologists in conjunction with an 
examination administered by the American Board of Internal Med- 
icine. 

8. Instituted two levels of feedback for adult and child neurol- 
ogy candidates who receive negative determinations in the part II 
examination (appendix 1). 

9. Revised the appeal procedure for negative determinations 
regarding the part II neurology examination (appendix 1). 

10. Appointed Dr. Marc Hollender to act as historian in updating 
the Board's records. 

11. Elected to continue submitting the names of newly certified 
physicians to Marquis Who's Who, Inc., for publication in its 
Directory of Medical Specialists, as well as to the American Board of 
Medical Specialties. 

12. Hosted the Conference on Sub-Specialty Certification in July 
1986, which was attended by six representative groups: American 
Board of Forensic Psychiatry, American Society for Adolescent 
Psychiatry, American Association for Geriatric Psychiatry, American 
Academy of Psychiatrists in Alcoholism and Addictions, the APA 
Committee on Administrative Psychiatry, and the American Psycho- 
analytic Association. 

13. Approved continuing dialogue, through an APBN repre- 
sentative, with the American Association of Electrophysiology and 
Electrodiagnosis regarding subspecialty certification. 

14. Approved an application by the American Board of Emer- 
gency Medicine to issue Certificates of Added Qualification in 
Critical Care Medicine. 
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Graduates in U.S. and Canada Foreign Graduates 


Number 





Num- Number Num- 


ber Reex- Total ber Reex- .Toul _ 
New amined N % New amined N % 
743 218 961 68 115 49 164 32 
290 156 446 32 146 199 345 68 
1,033 374 1,407 100 261 248 509 100 





15. Revised its policy statement on Board review courses whereby 
a physician who participates in a Board review course is excluded 
from examining for 12 months (appendix 2). 

16. Agreed not to pursue dual certification in neurology and 
internal medicine. 

17. Approved a revised travel policy for the Committee on 
Certification in Child Psychiatry. 

18. Approved the policy that a passing grade on the part I 
examination dated March 1987 or thereafter is valid for 6 years or 
three attempts to complete the part Il examination successfully, 
whichever comes first. This policy took effect March 1, 1987. 

19. Approved a modification of the fee schedule that reflects a 
merging of the application fee and the part 1 fee (apendix 3). The 
change took effect March 1, 1987. 

20. Endorsed a position statement on subspecialty certification 
(appendix 4). 


APPENDIX 1. Appeal Procedure for Negative Determinations Re- 
garding ABPN Part II Neurology Examination 


A failing grade on a Part II Neurology Examination is considered 
a "negative determination.” A candidate will be advised of which 
sections were failed in the initial grade letter sent from the Board 
office. This is considered the first level of feedback. A candidate who 
receives a negative determination may appeal by complying with the 
following procedures: 

1. Within thirty (30) days after date of notice of a negative 
determination, the unsuccessful candidate may, by writing, indicate 
his/her request for a preliminary review of this negative determina- 
tion. After such request, the candidate will be provided information 
concerning his/her performance. This is considered the second and 
final level of feedback provided to the candidate. Fee for this 
preliminary review will be $100.00. This fee must be received before 
information is provided. 

2. Following this, the unsuccessful candidate may, by writing, 
indicate his/her request for a formal appeal to the Neurology Review 
Committee. Information tending to rebut the negative determination 
should be forwarded with three additional copies for members of the 
Review Committee, along with the fee, and must be received within 
fifty-five (55) days after date of notice of a negative determination. 
No additional feedback will be provided to the candidate. The fee 
for this formal appeal will be equal to the candidate’s re- 
examination fee and is separate from the fee in (1) above. 

3. The Neurology Review Committee will review the written 
information required in (2) above and the candidate will be notified 
in writing of the decision. If the Review Committee decides to affirm 
the negative determination in question, the candidate has the right to 
appeal the decision. Notice of intent to appeal the Review Commit- 
tee’s decision and request to appear personally with or without 
counsel before the Review Committee must be received within thirty 
(30) days after date of notice of the Committee’s original decision. 
At any such appearance, the candidate will be given the opportunity 
to present his/her position. A transcript of the proceedings will be 
kept. The Review Committee will not be bound by technical rules of 
evidence usually employed in legal proceedings, but may consider 
any evidence it deems appropriate. If the candidate requests to . 
appear personally with or without counsel before the Review 
Committee, and subsequently, without good cause, fails to appear at 
the proceeding or advises the Review Committee in writing less than 
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ten (10) days before the scheduled date of the proceeding that he/she 
cannot or will not appear at the proceeding, the Review Committee 
may decide to notify the candidate in writing that no other oppor- 
tunity for a personal appearance before the Review Committee shail 
be provided. 

4. If the candidate appeals the decision of the Review Committee 
to the Board, written notice of this must be received within twenty 
(20) days from the date of the letter of the Review Committee's 
decision. The Board will review all of the evidence considered by the 
Review Committee; however, the Board will not consider any 
evidence that was not presented to the Review Committee. If the 
Board disagrees with the decision of the Review Committee, it may 
teverse the decision or remand the matter to the Review Committee 
for further consideration with precise instructions as to the basis of 
such reconsideration. The candidate will be informed in writing of 
the Board’s decision which, in all events, will be final and binding on 
the Board and on the candidate. 

5. All notices or other correspondence directed to the Review 
Committee or to the Board should be sent to the following address: 
American Board of Psychiatry and Neurology, Inc., 500 Lake Cook 
Rd., Suite 335, Deerfield, IL 60015. ‘ 


APPENDIX 2. ABPN Policy Regarding Board Examination Review 
Courses (revised July 1986) 


Several institutions across the country provide review courses that 
are specifically offered as preparation for the Part Il ABPN Board 
Examination. Other courses, while not explicitly referring to the 
ABPN Part Il Examination, are easily construed as being similar 
review courses. Problems arise when persons involved in these 
courses subsequently appear as examiners in the Part H Examina- 
tion. The Board is reaffirming its policy concerning the appearance 
of conflict of interest in this situation. 

The Board policy states that any individual who participates in a 
review course which is publicized as being a Board review course, or 
in a course which could be construed as a Board review course, 
should not participate in any Part I] Examination for at least 12 
months subsequent to the course. If there is any question as to 
whether a course might be construed as an ABPN review, please 
contact the Board Director who has invited you to examine for a 
decision. This policy is in no way intended to interdict normal 
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educational activities where there is no explicit or impliec indication 
that the educational activity is designed to aid a candidate in passing 
an ABPN Part II Examination. 


APPENDIX 3. Revised ABPN Fee Schedule for 1987 


Part I examination fee $450 
Part I reexamination fee 250 
Part II examination fee 350 
Part II reexamination fee, failure of minor 250 
Part II reexamination fee, failure of major 350 
Part II reexamination fee, failure of major and minor 350 


APPENDIX 4. ABPN Position Statement on Subspecialty Certifica- 
tion (adopted January 1987) 


There has been a growing dialogue concerning the desirability of 
formal recognition of subspecialties in American Psychiatry. The 
A.P.B.N. intends to participate actively in this dialogue. It sees its 
primary functions as: 

1. Maintaining contact with various interested groups both 
within and outside of the profession, encouraging their consider- 
ation of the issues, 

2. Periodically reviewing the desirability of developing formal 
certification in the various subspecialties, employing the guidelines 
outlined by the American Board of Medical Specialties, incl ading the 
nature of the knowledge base, the adequacy of training programs. 
the social organization of the subspecialty discipline, and the impact 
of the subspecialty decision on the subspecialty, the proiession in 
general, and the public, 

3. Communicating with the profession concerning both these 
criteria and the results of periodic appraisals, and 

4. If appropriate, developing subspecialty certification proce- 
dures. 

The A.B.P.N. views the decision concerning subspecia.ties as a 
matter for wide discussion. The Board’s special decisions regarding 
certification should be made after a careful assessment of the 
profession’s development. Of course, individual Directors of the 
Board may in their other roles, participate in the dialogue as active 
advocates. 
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Position Statement on AIDS 


This statement was drafted by the Task Force on Psychiatric 
Aspects of AIDS.! It was passed by the Board of Trustees in 
December 1986 and by the Assembly in May 1987. 


Introduction 


The Human Immunodeficiency Virus (HIV) is thought to cause 
the Acquired Immune Deficiency Syndrome (AIDS), AIDS Related 
Complex (ARC), and probably other disease states. In the following 
statement the term HIV disease is used to refer to the entire range of 
clinical conditions in adults and children which may be produced by 
this virus. 


Position Statement 


The American Psychiatric Association asserts that: 

1. Psychiatrists should work actively and effectively to counteract 
inappropriate reactions to HIV disease in their communities and 
professional activities. 

2. Psychiatrists have a responsibility to educate themselves, their 
patients, and their communities with regard to the neuropsychiatric 
and psychosocial aspects of HIV disease including its biological and 
psychiatric clinical manifestations, the psychosocial reactions to the 
illness and the appropriate treatment modalities available to pa- 
tients. To this end, psychiatrists should integrate their efforts with 
those of other medical disciplines and work conjointly with them. 

3. Psychiatrists and other physicians have an obligation to be- 


come educated about the legal and ethical aspects of HIV disease and 
to help patients make informed and rational decisions, for example, 
in the areas of confidentiality, privacy, informed consent, living 
wills, and durable powers of attorney. 

4. Educational activities should be undertaken to prevent the 
spread of HIV disease. 

5. Activities which attempt to reduce risk-associated practices 
should be based upon knowledge and understanding of the complex 
and sensitive nature of this effort. 

6. It actively supports efforts to eliminate medical, psychiatric, 
social, economic, occupational, legal, educational, and other forms 
of discrimination which is based on the fear of HIV disease. 

7. The confidentiality of persons undergoing HIV serologic test- 
ing for clinical or research purposes should be protected, and all 
information obtained including identifying data and test results 
should be used only for the purposes explicitly stated in the informed 
consents and releases of information. When testing is performed for 
clinical or research purposes, attention to the psychiatric implica- 
tions must be considered pre- and post-testing and the possible 
adverse consequences of serologic testing be explicitly stated in the 
informed consent. 

8. Knowledge of serologic test results may have beneficial or 
adverse psychiatric effects. Currently, there is insufficient informa- 
tion to support the assumption that knowledge of one's serologic 
status necessarily leads to risk-reducing behavior change. Research is 
needed to clearly identify the psychiatric ramifications of serologic 
HIV testing and to define appropriate criteria for its use. 

9. There is urgent need for research on the psychiatric presenta- 
tions and complications of HIV infection. 


Position Statement on HIV-Related Discrimination 








This statement was drafted by the Task Force on Psychiatric 
Aspects of AIDS.' In October 1986 the joint Reference 
Committee recommended a few editorial changes, which were 
incorporated into the draft sent to the Assembly. The Assembly 
approved the position statement in November 1986, as 
recommended by the joint Reference Commitiee, and the Board of 
Trustees approved the statement in December 1986. 





The American Psychiatric Association (APA) recognizes that 





'The task force included Stuart E. Nichols, Jr., M.D. (chairper- 
son), Francisco Fernandez, M.D., Marshall Forstein, M.D., James J. 
Strain, M.D., James W. Dilley, M.D. (consultant), Harold Ginzburg, 
M.D. (consultant), Melvyn R. Haas, M.D. (consultant), Alexandra 
Beckett, M.D. (corresponding member), Robert Cabaj, M.D. (cor- 
responding member), Joyce Johnson, M.D. (corresponding mem- 
ber), David Kessler, M.D. (corresponding member), David Ostrow, 
M.D. (corresponding member), Rafael J. Tavares, M.D. (corre- 
sponding member), and Dianne Wolcott, M.D. (corresponding 
member). 
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individuals may develop and maintain anxiety and/or unjustified 
fears such as have occurred in reaction to HIV related issues. 

These fears should not be the basis of discriminatory actions nor 
prevent access to medical care, housing, public transportation, 
employment, education, and life, medical, or disability insurance. 

Specifically, the APA considers it a priority to educate its mem- 
bers, other health care professionals, and the general public to 
reduce these reactions to HIV conditions. 

The APA shall respond to instances in which such reactions to 
HIV conditions lead to discriminatory practices or become the basis 
of unjustified public policy. 
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INDICATIONS AND USAGE: HALCION Tablets are indicated in the short-term management of 
insomnia characterized by difficulty in falling asleep, frequent nocturnal awakenings, and/or 
early morning awakenings. 

It is recommended that HALCION not be prescribed in quantities exceeding a one-month 
supply. 
CONTRAINDICATIONS: Patients with known hypersensitivity to this drug or other 
benzodiazepines. 

HALCION is contraindicated in pregnant women due to potential fetal damage. Patients 
likely to become pregnant while receiving HALCION should be warned of the potential risk 
to the fetus. 


WARNINGS: Overdosage may occur at four times the maximum recommended therapeutic 
dose. Patients should be cautioned not to exceed prescribed dosage. 

Because of its depressant CNS effects, patients should be cautioned against engaging 
in hazardous occupations requiring complete mental alertness and also about the simulta- 
neous ingestion of alcohol and other CNS depressant drugs. 

Anterograde amnesia and paradoxical reactions have been reported with HALCION and 
some other benzodiazepines. 


PRECAUTIONS: General: In elderly and/or debilitated patients, treatment should be initiated 
at 0.125 mg to decrease the possibility of development of oversedation, dizziness, or im- 
paired coordination. Caution should be exercised in patients with signs or symptoms of de- 
pression which could be intensified by hypnotic drugs. Suicidal tendencies and intentional 
overdosage is more common in these patients. The usual precautions should be observed in 
patients with impaired renal or hepatic function and chronic pulmonary insufficiency. /nfor- 
mation for Patients: Alert patients about: (a) consumption of alcohol and drugs, (b) possi- 
ble fetal abnormalities, (c) operating machinery or driving, (d) not increasing prescribed 
dosage, (e) possible worsening of sleep after discontinuing HALCION. Laboratory Tests: Not 
ordinarily required in otherwise healthy patients. Drug Interactions: Additive CNS depres- 
sant effects with other psychotropics, anticonvulsants, antihistaminics, ethanol, and other 
CNS depressants. Pharmacokinetic interactions of benzodiazepines with other drugs have 
been reported, e.g., coadministration with either cimetidine or erythromycin reduced clear- 
ance, prolonged elimination half-life, and approximately doubled plasma levels of triazolam, 
hence increased clinical observation and consideration of dosage reduction may be appro- 
priate. Carcinogenesis, Mutagenesis, Impairment of Fertility: No evidence of carcinogenic 
potential was observed in mice during a 24-month study with HALCION in doses up to 
4000 times the human cose. Pregnancy: Benzodiazepines may cause fetal damage if admin- 
istered during pregnancy. The child born of a mother who is on benzodiazepines may be at 
some risk for withdrawal symptoms and neonatal flaccidity during the postnatal period. 
Nursing Mothers: Administration to nursing mothers is not recommended. Pediatric Use: 
Safety and efficacy in children below the age of 18 have not been established. 


ADVERSE REACTIONS: During placebo-controlled clinical studies in which 1003 patients 
received HALCION Tablets, the most troublesome side effects were extensions of the phar- 
macologic activity of HALCION, e.g., drowsiness, dizziness, or lightheadedness. 
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In addition, the following adverse events have been reported less frequently all orders. 


(i.e.. 0.9-0.5%): euphoria, tachycardia, tiredness, confusional states/memory impairment, 
cramps/pain, depression, visual disturbances. 

Rare (i.e., less than 0.5%) adverse reactions included constipation, taste alterations, 
diarrhea, dry mouth, dermatitis /allergy, dreaming/nightmares, insomnia, paresthesia, 
tinnitus, dysesthesia, weakness, congestion, death from hepatic failure in a patient also 
receiving diuretic drugs. 

The following adverse events have been reported in association with the use of benzodia- 
zepines: dystonia, irritability, anorexia, fatigue, sedation, slurred speech, jaundice, pruritus, 
dysarthria, changes in libido, menstrual irregularities, incontinence and urinary retention. 

As with all benzodiazepines, paradoxical reactions such as stimulation, agitation, in- 
creased muscle spasticity, sleep disturbances, hallucinations and other adverse behavioral 
effects may occur rarely and in a random fashion. Should these occur, use of the drug 
should be discontinued. 

No laboratory changes were considered to be of physiological significance. 

When treatment is protracted, periodic blood counts, urinalysis and blood chemistry 
analyses are advisable. 

Minor changes in EEG patterns, usually low-voltage fast activity have been observed in 
patients during HALCION therapy and are of no known significance. 


DRUG ABUSE AND DEPENDENCE: Controlled Substance: HALCION Tablets are a Controlled 
Substance in Schedule IV. Abuse and Dependence: Withdrawal symptoms have occurred 
following abrupt discontinuance of benzodiazepines. Patients with a history of seizures are 
at particular risk. Addiction-prone patients should be closely monitored. Repeat prescrip- 





—— — — — — ORDER FORM == — =m = 


Make check payable to the American Psychiatric 
Association. Mail your order with your payment to: 


Library, American Psychiatric Association, 1400 
Street, N.W., Washington, D.C. 20005. 








tions should be limited to those under medical supervision. Number of copies ^ A /Amountendiosed $ _ 
OVERDOSAGE: Because of the potency of triazolam, overdosage may occur at 2 mg, 

four times the maximum recommended therapeutic dose (0.5 mg). Manifestations of over- Name 

dosage include somnolence, confusion, impaired coordination, slurred speech, and ulti- 

mately, coma. Respiration, pulse, and blood pressure should be monitored and supported Address 


» “by general.measure when necessary. Immediate gastric lavage should be performed. 
Multiple agents may have been ingested. 


Store at controlled room temperature 157-30" C (59°-86°F). 
Caution: Federal law prohibits dispensing without prescription. B-3-S 
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| (desipramine hydrochloride tablets USP 
10, 25, 50, 75, 100, 150 mg 





The fastest growing antidepressant in the U.S.A. 


Now after 20 years, the antidepressant 
most widely prescribed by psychiatrist 
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The red line tracks the percent EREIN pramin prescriptions; the yellow line represents the percent change in total prescription activity 
the. antidepressant market (results ile! ei independent sur vey). 


Merrell Dow 


Vhen a precise dosage titration and 
he added flexibility of once daily, single 
ablet dosing are desirable 


“Selection of pharmacological agents 
that can be prescribed once or twice a 
day will improve patient compliance." 









Norpramin allows you to choose 
This or This 
25 mg tid 9 &) & 75mgqd (9 
25 mg gid *) :) 4 & 100 mgqd 
50 mg tid © & & 150mgqd |} 





the fastest growing antidepressant in the U.S.A. 

a 20-year record of efficacy in relieving the symptoms of 
depression 

a Clinical profile well defined over time 

the choice of a once or twice daily single tablet dosage, 

and the added flexibility of six different dosage strengths 


3reenberg RN: Overview of patient compliance with medication dosing 









Dosage Flexibility 


(desipramine hydrochloride tablets USF 
10, 25, 50, 75, 100, 150 mg 


Convenient choice of six tablet strengths and once daily or divided dosage schedule allows titration to individual response. 


@ 10mg 


© 25mg @ 50mg Q 5" © 100 mg 





150 mg 


The antidepressant most widely prescribed by psychiatrists 


Norpramin: 
(desipramine hydrochloride tablets USP) 


AVAILABLE ONLY ON PRESCRIPTION 
Brief Summary 


MECHANISM OF ACTION: Available evidence suggests that many 
depressions have a biochemical basis in the form of a relative 
deficiency of neurotransmitters such as norepinephrine and 
serotonin. Norepinephrine deficiency may be associated with rela- 
tively low urinary 3-methoxy-4-hydroxypheny! glycol (MHPG) lev- 
els, while serotonin deficiencies may be associated with low spinal 
fluid levels of 5-hydroxyindolacetic acid. ^ 

While the precise mechanism of action of the tricyclic anti- 
depressants is unknown, a leading theory Med that they 
restore normal levels of neurotransmitters by blocking the re- 
uptake of these substances from the synapse in the central ner- 
vous system. 

Evidence indicates that the secondary amine tricyclic anti- 
depressants, including Norpramin, may have greater activity in 
blocking the re-uptake of norepinephrine. Tertiary amine tricyclic 
antidepressants, such as amitriptyline, may have greater effect on 
serotonin re-uptake. 

Norpramin (desipramine hydrochloride) is not a monoamine 
oxidase (MAO) inhibitor and does not act primarily as a central 
nervous system stimulant. It has been found in some studies to 
have a more rapid onset of action than imipramine. Earliest 
therapeutic effects may occasionally be seen in 2 to 5 days, but 
full treatment benefit usually requires 2 to 3 weeks to obtain. 
INDICATIONS: Norpramin (desipramine hydrochloride) is indicated 
for relief of symptoms in various depressive syndromes, espe- 
Cially endogenous depression. 

A ITIONS: Desipramine hydrochloride should not be 
e in conjunction with, or within 2 weeks of, treatment with an 

AO inhibitor drug; hyperpyretic crises, severe convulsions, and 
death have occurred in patients taking MAO inhibitors and tricyclic 
antidepressants. When Norpramin (desipramine hydrochloride) is 
Substituted for an MAO inhibitor, at least 2 weeks should elapse 
between treatments. Norpramin should then be started cautiously 
and should be increased gradually. 

The drug is contraindicated in the acute recovery period follow- 
ing myocardial infarction. It should not be used in those who have 
Shown prior hypersensitivity to the drug. Cross sensitivity 
between this and other dibenzazepines is a possibility. 
WARNINGS: 1. Extreme caution should be used when this drug is 
gron in the following situations: a. In patients with cardiovascular 

isease, because of the possibility of conduction defects, 
arrhythmias, tachycardias, strokes, and acute myocardial infarc- 
tion. b. In patients with a history of urinary retention or glaucoma, 
because of the anticholinergic properties of the drug. c. In 
tients with thyroid disease or those taking thyroid medication, 
ecause of the possibility of cardiovascular toxicity, including 
arrhythmias. d. In patients with a history of seizure disorder, 
because this drug has been shown to lower the seizure threshold 
2. This drug is capable of blocking the antihypertensive effect of 
ote bed and similarly acting compounds. 3. USE IN PREG- 
a Safe use of desipramine hydrochloride during pregnancy 
and lactation has not been established: therefore, if it is to be 
given to pregnant patients, nursing mothers, or women of child- 
bearing potential, the possible benefits must be weighed against 
the possible hazards to mother and child. Animal reproductive 
studies have been inconclusive. 4. USE IN CHILDREN: Norpramin 
(desipramine hydrochloride) is not recommended for use in chil- 
dren since safety and effectiveness in the pediatric age group have 
not been established. 5. The patient should be cautioned that this 
drug may impair the mental and/or physical abilities required for 
the performance of potentially hazardous tasks such as driving a 
car or operating machinery. 6. In patients who may use alcohol 
excessively, it should be borne in mind that the potentiation 
may increase the danger inherent in any suicide attempt or 
Ege oF t 
PRECAUTIONS: 1. It is important that this drug be dispensed in 
the least possible quantities to depressed outpatients, since sui- 


7-0073 (NR019) MDA009 


cide has been accomplished with this class of drug. Ordinary 
prudence requires that children not have access to this drug or to 
potent drugs of any kind; if possible, this drug should be cis- 
pensed in containers with child-resistant safety closures. Storage 
of this drug in the home must be supervised responsibly. 2. If 
serious adverse effects occur, dosage should be reduced or treat- 
ment should be altered. 3. Norpramin (desipramine hydro- 
chloride) therapy in patients with manic-depressive illness may 
induce a hypomanic state after the depressive phase terminatas. 
4. The na may cause exacerbation of psychosis in schizophrenic 
patients. 9. Close supervision and careful adjustment of dosage 
are required when this drug is given concomitantly with anti- 
Cholinergic or sympathomimetic drugs. 6. Patients should be 
warned that while taking this drug their response to alcoholic 
beverages may be exaggerated. 7. Clinical experience in the con- 
current administration of ECT and antidepressant drugs is limited. 
Thus, if such treatment is essential, the possibility of increased 
risk relative to benefits should be considered. 8. If Norpramin 
(desipramine hydrochloride) is to be combined with other psycho- 
tropic agents such as tranquilizers or sedative/hypnotics, careful 
consideration should be m to the pharmacology of the agents 
employed since the sedative effects of Norpramin and ben- 
zodiazepines (e.g. chlordiazepoxide or diazepam) are additive. 
Both the sedative and anticholinergic effects of the major tran- 
quilizers are also additive to those of Norpramin. 9. This drug 
should be discontinued as soon as possible prior to elective sur- 
gery because of the possible cardiovascular effects. Hypertens ve 
episodes have been observed during surgery in patients taking 
desipramine hydrochloride. 10. Both elevation and lowering of 
blood sugar levels have been reported. 11. Leukocyte and differen- 
tial counts should be performed in any patient who develops fever 
and sore throat during therapy; the drug should be discontinued if 
there is evidence of pathologic neutrophil depression. 12. Nor- 
pramin 25, 50, 75, and 100 mg tablets contain FD&C Yellow No. 5 
(tartrazine), which may cause allergic-type reactions (including 
bronchial asthma) in certain susceptible individuals. Although the 
overall incidence of FD&C Yellow No. 5 (tartrazine) sensitivity in 
the general population is low, it is frequently seen in patients who 
also have aspirin hypersensitivity. 
ADVERSE REACTIONS: Note: Included in the following listing are a 
few adverse reactions that have not been reported with this spe- 
cific drug. However, the pharmacologic similarities among the 
tricyclic antidepressant drugs require that each of the reactions 
be considered when Norpramin (desipramine hydrochioride) is 
iven. 

rdio r; hypotension, hypertension, tachycardia, palpita- 
tion, arrhythmias, heart block, myocardial infarction, stroke. 
Lm confusional states (especially in the elderly) with hal- 
ucinations, disorientation, delusions; anxiety, restlessness, agi- 
tation; insomnia and nightmares; hypomania; exacerbation of 
psychosis. 

urologic: numbness, tingling, paresthesias of extremities; 
incoordination, ataxia, tremors; peripheral neuropathy; extra- 
pyramidal symptoms; seizures; alteration in EEG patterns: 
tinnitus. 
Anticholinergic: dry mouth, and rarely associated sublingual ade- 
nitis; blurred vision, disturbance of accommodation, mydriasis, 
increased intraocular pressure: constipation, paralytic ileus; uri- 
Nary retention, delayed micturition, dilatation of urinary tract. 
Allergic: skin rash, petechiae, urticaria, itching, photosensitization 
(aod excessive exposure to sunlight), edema (of face and tongue 
or general), drug fever, cross sensitivity with other tricyclic drugs. 
Hematologic: bone marrow depressions including agranu- 
Leese bat aad purpura, a eee 

astrointestinal: anorexia, nausea and vomiting, epigastric dis- 
tress, peculiar taste, abdominal cramps, diarrhea, stomatitis, 
black tongue 
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Endocrine: gynecomastia in the male, breast enlargement 
^a in the female; increased or decreased libido, i 
nce, testicular swelling; elevation or depression of blood : 


Quer: jaundice (simulating obstructive), altered liver func 
weight gain or loss; perspiration, flushing; urinary frequency, 
turia; parotid swelling; drowsiness, dizziness, weakness 
fatigue, headache; alopecia. 

i Symptoms: Though not indicative of addiction, al 
cessation of treatment after prolonged therapy may produce 


sea, headache, and malaise. 

DOSAGE AND ADMINISTRATION: Not recommended for u 
children. Lower dosages are recommended for elderly pal 
and adolescents. Lower dosages are also recommended for 
patients compared to hespitalized patients, who are closely si 
vised. Dosage should 5e initiated at a low level and incre 
according to clinical response and any evidence of intoleri 
Following remission, maintenance medication may be require 
a period of time and should be at the lowest dose that will mai 
remission. 

E The usual adult dose is 100 to 200 mg per 
n more severely ill patients, dosage may be further incrt 
gradually to 300 mg/day if necessary. Dosages above 300 mi 
are not recommended 

Dosage should be mitiated at a lower level and incre 
according to tolerance and clinical response. 

Treatment of patients requiring as much as 300 mg st 
generally be initiated in hospitals, where regular visits by 
in skilled nursing care, and frequent electrocardiog 
(ECG's) are available. 

The best available evidence of impending toxicity from very 
doses of Norpramin is prolongation of the QRS or QT interva 
the ECG. Prolongation of the PR interval is also significant 
less closely correlated with plasma levels. Clinical symptor 
intolerance, especially drowsiness, dizziness, and postural t 
tension, should also alert the physician to the need for redu 
in dosage. Plasma desipramine measurement would cons 
the optimal guide to dosage monitoring. 

Initial therapy may be administered in divided doses or a s 
daily dose. 

Maintenance therapy may be given on a once-daily schedu 
patient convenience anc compliance. 

Adolescent and Geriatric Dose: The usual adolescent and ger 
lose is 25 to 100 mg daily. 

Dosage should be initiated at a lower level and incre 
according to tolerance and clinical response to a usual maxi 
of 100 mg daily. In more severely ill patients, dosage mé 
further increased to 150 mg/day. Doses above 150 mg/day ar 
recommended in these age groups. 

Initial therapy may be administered in divided doses or a s 
nr dose. 

aintenance therapy may be given on a once-daily schedu 
patient convenience anc compliance. 
OVERDOSAGE: See prescribing information for a discussit 
symptoms and treatment of overdose. 
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Samuel O. Thier, M.D., President, 2101 Constitution Ave., 
N.W., Washington, DC 20418; 202-334-3300. 


October 21—23, annual conference, New York State Associa- 
tion of Psychosocial Clubs, Poughkeepsie, N.Y. Contact 
Conference Coordinator, Ellen Del Colle, Mental Health 
Association in Dutchess County, Inc., 230 North Rd., 
Poughkeepsie, NY 12601; 914-485-9700, ext. 544. 


October 21-25, annual meeting, American Academy of 
Child Psychiatry, Washington, D.C. Contact Virginia Q. 
Anthony, Executive Director, 3615 Wisconsin Ave., N.W., 
Washington, DC 20016; 202-966-7300. 


October 22-25, annual meeting, Academy of Psychosomatic 
Medicine, Las Vegas. Contact Sanford J. Hill, Executive 
Director, 70 West Hubbard St., Suite 202, Chicago, IL 
60610; 312-644-2623. 


October 23—26, annual meeting, Society for Traumatic Stress 
Studies, Baltimore. Contact STSS, P.O. Box 2106, Dayton, 
OH 45401-2106; 513-278-1905. 


October 25—28, annual meeting, American Council on Edu- 
cation, Washington, D.C. Contact Robert H. Atwell, Presi- 
dent, One Dupont Circle, N.W., Suite 801, Washignton, DC 
20036; 212-939-9300. 


October 25-29, Institute on Hospital & Community. Psychi- 
atry, Boston. Contact Susan Lash, Programs Assistant, 
American Psychiatric Association, 1400 K St., N.W., Wash- 
ington, DC 20005; 202-682-6173. 


October 27-30, international conference, Critical Risk— 
Quality Care: Adolescents in Secure Settings, Thistletown 
Regional Centre for Children and Adolescents, Toronto. 
Contact Dr. Roberta Roberts, Thistletown Regional Centre, 
51 Panorama Ct., Rexdale, Ontario M9V 4L8, Canada; 
416-741-1210. 


October 28-30, annual meeting, National Academy of 
Neuropsychologists, Chicago. Contact Antonio Puente, 
Ph.D., Dept. of Psychology, University of North Carolina, 
Wilmington, NC 28403; 919-395-3812. 


October 29—November 1, annual conference, American As- 
sociation for Marriage & Family Therapy, Chicago. Contact 
Diane Sollee, M.S.W., Conference Director, AAMFT, 1717 K 
St., N.W., #407, Washington, DC 20006; 202-429-1825. 


October 30—November 1, annual meeting, Epilepsy Founda- 
tion of America, Alexandria, Va. Contact William M. 
McLin, Executive Vice-President, 4351 Garden City Dr., 
Suite 406, Landover, MD 20785; 301-459-3700. 


October 30—November 1, annual conference, North Ameri- 
can Riding for the Handicapped Association, Inc., New 





Orleans. Contact Eva Hofmann, NARHA, 11i East Wack.r 
Dr., Chicago, IL 60601; 312-644-6610. 


October 31—November 4, annual meeting, Scu:hern Medic | 
Association, San Antonio, Tex. Contact William J. Ranie , 
Executive Vice-President, P.O. Box 190088, Birminghat., 
AL 35219-0088; 205-945-1840. 


October 31—November 5, annual meeting, American Àcac.- 
my of Pediatrics, New Orleans. Contact M. Harry Jenniso *, 
M.D., Executive Director, P.O. Box 927, Elk Grove Villag., 
IL 60007; 312-228-5005. 


NOVEMBER 


November 1—5, International Congress on Suicide, Univer :- 
dade Federal do Estado de Rio de Janeiro, Rio de Janeiro. 
Contact Luis Vasquez, M.D., MILA, 38760 Northwood D ., 
Wadsworth, IL 60083; 312-249-1900, 800-367-7378. 





November 2—5, annual meeting, American College of Emc:- 
gency Physicians, San Francisco. Contact Co'lin C. Rorr +, 
Jr., Ph.D., Executive Director, P.O. Box 619911, Dallas, TX 
75261-9911; 214-659-0911. 


November 5—7, 11th National Conference on Correctior :l 
Health Care, National Commission on Correctional Heal.4 
Care and American Correctional Health Services Assos, 
Chicago. Contact NCCHC, 2000 North Racine, Suite 3564, 
Chicago, IL 60614; 312-528-0818. 


November 6—7, The Many Faces of Late-Life Depressicii, 
Boston Society for Gerontologic Psychiatry, Boston. Conte ct 
Sandra White, BSGP, 64 Hancock Ave, Newton, MA 
02159; 617-527-5550. 


November 6—9, annual meeting, National Rehabilitation 
Assoc, New Orleans. Contact David L. Mills, Executi.c 
Director, 633 S. Washington St, Alexandria, VA 22314; 
703-836-0850. 


November 7—12, annual meeting, Association of Americin 
Medical Colleges, Chicago. Contact Robert G. Petersdo ff, 
M.D., President, One Dupont Circle, N.W., Suite 260, 
Washington, DC 20036; 202-828-0400. 


November 8—13, annual meeting, Association of Military 
Surgeons of the United States, Las Vegas. Contact Lt. Gener- 
al Max B. Bralliar, Executive Director, P.O. Box 104, 
Kensington, MD 20895; 301-933-2801. 


November 10—13, annual meeting, Association for Medic ¿l 
Education and Research in Substance Abuse, Rockville, M. 
Contact AMERSA Conference Coordinator, Brown Univc-- 
sity Center for Alcohol and Addiction Studies, Box G, 
Providence, RI 02912; 401-863-1109. 


Books Received 





The Subtle Seductions: How to Be a “Good Enough” Parent, by 
Gertrude Blanck, Ph.D. Northvale, N.J., Jason Aronson, 1987, 
176 pp., $17.50. 

Psychological Maltreatment of Children and Youth, by Maria R. 
Brassard, Robert Germain, and Stuart N. Hart. New York, 
Pergamon Press, 1987, 273 pp., $45.00. 

Antimanics, Anticonvulsants and Other Drugs in Psychiatry, edited 
by Graham D. Burrows, Trevor R. Norman, and Brian Davies. 
Amsterdam, Elsevier (New York, Elsevier Scientific Publishing 
Co., distributor), 1987, 438 pp., $133.25. 

Nostalgia and Sexual Difference: The Resistance to Contemporary 
Feminism, by Janice Doane and Devon Hodges. New York, 
Methuen, 1987, 164 pp., $25.00; $9.95 (paper). 

Clinimetrics, by Alvan R. Feinstein, M.D. New Haven, Yale Univer- 
sity Press, 1987, 265 pp., $25.00. 

The Unquiet Dead: A Psychologist Treats Spirit Possession, by Edith 
Fiore, Ph.D. Garden City, N.Y., Dolphin (Doubleday & Co.), 
1987, 177 pp., $15.95. 

Study Guide and Self-Assessment for The American Psychiatric Press 
Textbook of Neuropsychiatry, by Michael D. Franzen, Ph.D., and 
Mark R. Lovell, Ph.D. Washington, D.C., American Psychiatric 
Press, 1987, 219 pp., $20.00 (paper). 

The American Psychiatric Press Textbook of Neuropsychiatry, 
edited by Robert E. Hales, M.D., and Stuart C. Yudofsky, M.D. 
Washington, D.C., American Psychiatric Press, 1987, 463 pp., 
$55.00. 

Living High: Daily Marijuana Use Among Adults, by Herbert 
Hendin, M.D., Ann Pollinger Haas, Ph.D., Paul Singer, M.D., 
Melvyn Ellner, Ph.D., and Richard Ulman, Ph.D. New York, 
Human Sciences Press, 1987, 180 pp., $24.95. 

Adolescent Runaways: Causes and Consequences, by Mark-David 
Janus, Arlene McCormack, Ann Wolbert Burgess, and Carol 
Hartman. Lexington, Mass., Lexington Books (D.C. Heath & 
Co.), 1987, 148 pp., $25.00; $12.95 (paper). 

Men in Feminism, edited by Alice Jardine and Paul Smith. New 
York, Methuen, 1987, 285 pp., $29.95; $11.95 (paper). 

Treating Childhood and Adolescent Obesity, by Daniel S. 
Kirschenbaum, William G. Johnson, and Peter M. Stalonas, Jr. 
New York, Pergamon Press, 1987, 146 pp., $21.50; $11.95 
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(paper). 

Anxiety, edited by D. F. Klein with A. J. Fyer, J. M. Gorman, and 
M.R. Liebowitz. Basel, Karger, 1987, 192 pp., $65.50. 

Computer Applications in Psychiatry, by Jonathan D. Lieff, M.D. 
Washington, D.C., American Psychiatric Press, 1987, 414 pp., 
$32.00. 

Caring for Your Parents: A Sourcebook of Options and Solutions for 
Both Generations, by Helene MacLean. Garden City, N.Y., 
Doubleday & Co., 1987, 363 pp., $12.95 (paper). 

Critical Issues in Psychology, Psychiatry, and Physiology: A Memo- 
rial to W. Horsley Gantt, edited by F. J. McGuigan and Thomas 
A. Ban. New York, Gordon and Breach Science Publishers, 1987, 
379 pp., $49.00. 

The Chronic Mental Patient/II, edited by W. Walter Menninger, 
M.D., and Gerald T. Hannah, Ph.D. Washington, D.C., American 
Psychiatric Press, 1987, 242 pp., $28.00. 

Nine-Year-Olds Grow Up: A Follow-Up Study of Schoolchildren, 
by Sheila Mitchell. London, Tavistock, and New York, Methuen, 
1987, 177 pp., $49.95. 

Pain and Disability: Clinical, Behavioral, and Public Policy Perspec- 
tives, edited by Marian Osterweis, Arthur Kleinman, and David 
Mechanic, Institute of Medicine Committee on Pain, Disability, 
and Chronic Illness Behavior. Washington, D.C., National Acad- 
emy Press, 1987, 292 pp., $24.95 (paper). 

Overcoming Depression, by Demitri F. Papolos, M.D., and Janice 
Papolos. New York, Harper & Row, 1987, 305 pp., $18.95. 
Moving Into Adolescence: The Impact of Pubertal Change and 
School Context, by Roberta G. Simmons and Dale A. Blyth. New 

York, Aldine de Gruyter, 1987, 422 pp., $52.95. 

Maternal Depression and Infant Disturbance, edited by Edward Z. 
Tronick and Tiffany Field. San Francisco, Jossey-Bass, 1986, 82 
pp.» $9.95 (paper). 

Handbook of Adolescent Psychology, by Vincent B. Van Hasselt and 
Michel Hersen. New York, Pergamon Press, 1987, 471 pp., 
$75.00. 

Szenen Einer Psychiatrie: Streitschrift Gegen die Konzentration des 
Wahnsinns und fur Mehr Psychosoziale Kultur, by Bernhard 
Wagner. Konstanz, W. Germany, Verlag Rainer Magulski, 1987, 
207 pp., no price listed (paper). 
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Papers 


Assessing the functional value of relatives’ knowledge about schizophrenia: a 
preliminary report. C. Barrowclough, N. Tarrier, S. Watts, C. Vaughn, J.S. Bamrah 
and H.L. Freeman 


Abnormal auditory brain-stem responses in hallucinating schizophrenic patients. L. 


Lindstrom, I. Klockhoff, A. Svedberg and K. Bergstrom 


Asymmetry of lateralised hemispheric functions in schizophrenia: influence of 
clinical and epidemiological characteristics on quality extinction test performance. 
S. Scarone, C.L. Cazzullo and O. Gambini 


Correlates of suicide attempts and ideation in schizophrenia. J. Landmark, Z.Z. 
Cernovsky and H. Merskey 


Suicide and social response in Fiji: a historical survey. R.H. Haynes 


Psychological correlates of suicide among male parasuicides in Edinburgh. S.D. 
Platt and J.A.T. Dyer 


Psychiatric morbidity in primary health care. A two-state screening procedure in 
developing countries: choice of instruments and cost-effectiveness. B. Sen, G. 


Wilkinson and J.]. Mari 


Family-genetic studies and identification of valid diagnostic categories in adult and 
child psychiatry. J.F. Leckman, M.M. Weissman, D.L. Pauls and K.K. Kidd 


The Newcastle Adolescent Behaviour Screening Questionnaire. M. Place, 1. Kolvin 
and S.M. Morton 


Affective illness after stroke. S. Ebrahim, D. Barer and F. Nouri 


The outcome of neurotic disorders after out-patient and day hospital care. P. Tyrer, 
M. Remington and J. Alexander 


Does violence have cognitive correlates? G. Robertson, P.J. Taylor and J.C. Gunn 


Cerebral and brain stem changes after ECT revealed by nuclear magnetic resonance 
imaging. A.J. Mander, A. Whitfield, D.M. Kean, M.A. Smith, R.H.B. Douglas and 
R.E. Kendell 


In-patient treatment for drug abuse. A.H. Ghodse, M. London, T.H. Bewley and 
A.V. Bhat 


The Munchausen syndrome and its symbolic significance: an in-depth case 
analysis. A. Cremona-Barbaro 


Anorexia nervosa in males: a comparison with female patients. J.L. Margo 


Specific cross-gender behaviour in boyhood and later homosexual orientation. R. 
Green, C.W. Roberts, K. Williams, M. Goodman and A. Mixon 


CSF monoamines in autistic syndromes and other pervasive developmental 
disorders of early childhood. C. Gillberg and L. Svennerbolm 


Relationship between interictal psychopathology and the type of epilepsy: results of 
a survey in general practice. J. Edeh and B. Toone 


Response of depressive symptoms to nortriptyline, phenelzine and placebo. A. 
Georgotas, R.E. McCue, E. Friedman and T.B. Cooper 


Anorgasmia from clomipramine in obsessive-compulsive disorder: a controlled 
trial. W.O. Monteiro, H.F. Noshirvani, I.M. Marks and P.T. Lelliott 


Brief Reports 


Outcome in bipolar affective disorder after stereotactic tractotomy. L.M. Lovett 
and D.M. Shaw 


Bipolar affective disorder in Down’s syndrome. M. McLaughlin 


Monitoring the occurrence and duration of electroconvulsive fits. P. Barrington 
and J. Lambourn 


Recurrent pseudocyesis and hypomania. J. Taylor and A. Kreeger 


Seasonality, birth complications and schizophrenia in a high risk sample. R.A. 
Machon, S.A. Mednick and F. Schulsinger 





PSYCHIATRISTS 
INPATIENT AND ALCOHOL REHABILITATION 


Consider a career with the Veterans Administration — 
avoid start-up and overhead casts, malpractice insur- 
ance, heavy on-call responsibilities and irregular hours. 


The Psychiatry Service at the Veterans Administration 
Medical Center, Hampton, Va. is recruiting three psy- 
chiatrists (Board Certified Preferred) to join its staff of 9 
full time physicians. Two positions are for the 86 bed 
general psychiatry units and the third for the Director- 
ship of the Alcohol Rehabilitation Unit, a 24 bed 
inpatient program with a 28 day length of stay. Candi- 
dates for the latter position should have training and 
experience in substance abuse treatment. 


Our 450 bed Medical Center is affiliated with Eastern 
Virginia Medical School, providing opportunity for 
academic apppointment and participation in training 
programs for residents and medical students. The start- 
ing salary ranges from $57,418 to $69,978 depending 
on experience, ‘with bonuses up $18,000 for full time 
employment, board certification and tenure. VA physi- 
cians receive 30 days vacation, 15 days sick leave, CME 
time and other generous benefits, including federal 
malpractice protection. Licensure in any state is accept- 
able. Hampton is in the center of Virginia’s historic and 
beautiful Tidewater Area, where one can enjoy the 
stimulation and cultural advantages of urban life along 
with some of the sunbelt’s most outstanding recreational 
opportunities. Inquiries to Joseph P. San Clemente Jr., 
MD, Chief, Psychiatry Service, VAMC, Hampton, Vir- 
ginia, 23667. (804) 722-9961 ext. 126. An Equal Oppor- 
tunity Employer. 


PSYCHIATRIST 


Chief of Psychiatry and staff psychiatrist 
positions available at this 786 bed neu- 
ropsychiatric medical center with a di- 
versified Psychiatric Service of 462 
beds. Applicants for Chief of Service 
must be board certified; staff positions 
available for board certified/board eligi- 
ble physicians. 


Located in South Central Michigan with 
excellent schools, summer and winter 
recreational facilities. Salary commen- 
surate with education and experience. 


Excellent federal benefits include health 
and life insurance, federal employees 
retirement system, social security, lib- 
eral vacation and sick leave policy, lia- 
bility coverage. Chief of Staff, VA Med- 
ical Center, Battle Creek, MI 49016 or 
call (616) 966-5600, extension 3581. 


AN EQUAL OPPORTUNITY EMPLOYER 


(AN Veterans 


Administration 















PSYCHIATRIC PROGRAM DIRECTOR 


MICHIGAN DEPARTMENT OF CORRECTIONS 


To provide professional leadership and program 
direction to a staff of 26 psychiatrists ina growing 
and adequately funded correctional system of- 
fering a full range of patient services: acute, 
chronic, transitional and outpatient. 


The successful candidate must be Board-certi- 
fied; additionally, experience as a Psychiatric 
Program Administrator would be highly desir- 


able. The position is based in Lansing with some 
overnight travel required. University affiliation 
is available and encouraged. 


Annual salary is epproximately $96,000 PLUS 
an outstanding Michigan Civil Service fringe 
benefit package valued at over 4096 of salary. 


Please submit C.V. to: 


Lynn A. Green, M.D. 
Michigan Department of Corrections 
Bureau of Health Care Services 
P.O. Box 30003 (Logan Square) 
Lansing, MI 48909 


An Equal Opportunity/Affirmative Action Employer 





















Progressive, university-affiliated 
teaching hospital offers generous 
cash bonus, moving expenses and 
additional benefits to qualified 
General Psychiatrist. Must be 
willing to work with adults and 
adolescents. ín addition, must 
have interest in Inpatient as well as 
Outpatient practice. 


Please send resume and three 
professional references to: 


Box 
AJP-758 


b! Equal Opportunity Employer 





KUWAIT UNIVERSITY 
HEALTH SCIENCE CENTRE 
FACULTY OF MEDICINE 


PSYCHIATRY: 


Associate/Assistant Professor, Psychiatry, (1 post) 
Associate Professor, Psychiatry, (1 post) 


REQUIREMENTS FOR APPOINTMENT 


Applicants should possess a Ph.D. or higher professional qualification, i.e. F.R.C.S., M.R.C.P. etc. in their respective specialty and 
have conducted and published research in their field. Professor should have 14 years’ experience, four as an Associate Professor. Associate 
Professor should have nine years’ experience, four as an Assistant Professor. 


CONDITIONS OF APPOINTMENT 


Salaries: Total monthly salaries will be within the following scales according to qualifications and experience (1 KD = 2.3, US$3.5 
approximately). 


— Professors with clinical appointments 
KD. 1210-1370 (8 increments) 
— Professors medically qualified with medical science appointments 
KD. 1140-1300 (8 increments) 
— Professors non-medically qualified 
KD. 1070-1230 (8 increments) 
— Associate Professors with clinical appointments 
KD. 989-1149 (8 increments) 
— Associate Professors medically qualified with medical science appointments 
KD. 932-1092 (8 increments) 
— Associate Professors non-medically qualified 
KD. 875-1035 (8 increments) 
— Assistant Professors with clinical appointments 
KD. 768- 928 (8 increments) 
— Assistant Professors medically qualified with medical science appointments 
KD. 724- 884 (8 increments) 
— Assistant Professors non-medically qualified 
KD. 680- 840 (8 increments) 


Social allowance: In addition to the above salary, social allowance is paid in accordance with the rules and regulations of the University. 


Clinical supplements: In addition to the above University salaries there will be monthly clinical supplement paid by the Ministry of 


Public Health for 10 months a year to medical school staff with clinical service commitments. These are 


Professor and Chairman KD. 450. 


Professor KD. 400. 
Associate Professor KD. 300. 
Assistant Professor KD. 200. 


Conference: A member is entitled to attend one academic conference a year which would be subjected to the University rules and 
regulations. 


Gratuity: There is a gratuity of one month basic salary for each year employed payable on termination of contract. 
Housing: Suitably furnished, air-conditioned accommodation, electricity and water free of charge. 
Medical Care: Free, comprehensive treatment is available in Kuwait under the State Health Service. 


Travel: Air tickets are provided from the country of recruitment for the appointee, spouse and up to 3 dependent children under 
20 years. Thereafter, return air tickets are issued annually to the country of citizenship or permanent residence. On termination of contract, 
air tickets are provided to the country of recruitment. A baggage and freight allowance is also provided. 


Vacation: 60 days paid annual leave and various national holidays. 


Education: This is provided free in State Schools where the instruction is in Arabic. Staff who have to send their children to non- Arabi 
schools in Kuwait will have the tuition fees of up to a maximum of three children met by the University. 


Taxation: There is no income tax in Kuwait. Currency is transferable without restriction. 


METHOD OF APPLICATION: 


Curriculum vitae in duplicate which should include the names of referees, personal particulars, qualifications with dates, career history, 
teaching experience, research accomplishments and appropriate clinical experience should be sent to the DIRECTORY OF PLANNING 


P.O. BOX NO. 24923 SAFAT, 13110 — SAFAT — KUWAIT, to arrive NO LATER THAN 31ST OCTOBER 1987. 
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. Psychiatrists 
$84,200-$103,400 (contract) 
$66,400-$77,000 (classified) 

(salaries under review) 
(pius $4,168 per year patient 
care allowance) 


Challenging career opportunities now-exist with the 
MINISTRY OF HEALTH, Lakehead Psychiatric Hospi- 
tal, a 237-bed accredited teaching facility affiliated 
with the University of Western Ontario. You will 
provide active treatment and educational/consultative 
services in the hospital and to the community. The 
ministry offers a $40,000 income-tax-free underser- 
viced area grant, paid quarterly over four years, and a 
general benefits package. Short-term and part-time 
contracts also available. The Ministry of Health has 
a smoke-free workplace policy. Location: Thunder 
Bay, a city of 125,000 which has excellent transporta- 
tion services to Toronto, Winnipeg and Minneapolis, 
and year-round recreational facilities. The college 
and university provide a wide range of educational 
opportunities. 


Qualifications: Speciality certificate in psychiatry 
from the Royal College of Physicians and Surgeons of 
Canada: licensed or eligible for licensing by the 
Ontario College of Physicians and Surgeons. 


Please submit application/resume, quoting file 
HL-24-14/87, as soon as possible to: Dr. J. B. Frost, 
Medical Director, Lakehead Psychiatric Hospital, 
580 Aigoma Street North, P.O. Box 2930, Thunder 
Bay, Ontario, P7B 5G4. 


Equality of Opportunity for Employment 
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BRIEF SUMMARY 
SINEQUAN® (doxepin HC!) Capsules/Oral Concentrate 
Indications. SINEQUAN is recommended for the treatment of: 

1. Psychoneurotic patients with depression and/or anxiety. 

2. Depression and/or anxiety associated with alcoholism (not to be taken concomitantly with 
alcohol). 

3. Üepressron and/or anxiety associated with organic disease (the possibility of drug interaction 
should be considered if the patient is receiving other drugs concomitantly). 

4. Psychotic depressive disorders with associated anxiety including involutional depression and 
manic-depressive disorders. 

The target symptoms of psychoneurosis that respond particularly well to SINEQUAN include anxiety, 
tension, depression, somatic symptoms and concerns, sleep disturbances, guilt, lack of energy, fear, 
apprehension and worry. 

Clinical experience has shown that SINEQUAN is safe and well tolerated even in the elderly patient 
Owing to lack of clinical experience in the pediatric population, SINEQUAN is not recommended for use 
in children under 12 years of age. 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the 
drug. Possibility of cross sensitivity with other dibenzoxepines should be kept in mind. 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. These 
disorders should be ruled out, particularly in older patients. 

Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent illness or 
patients taking other medications should be carefully adjusted. This is especially important in patients 
receiving other medications with anticholinergic effects. 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric patients 
should be adjusted carefully based on the patient's condition. 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, monkeys and dogs 
and there was no evidence of harm to the animal fetus. The relevance to humans is not known. Since 
there is no experience in pregnant women who have received this drug, safety in pregnancy has not been 
established. There are na data with respect to the secretion of the drug in human milk and its effect on 
the nursing infant. 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not recommended 
because safe conditions for its use have not been established. 

MAO Inhibitors: Serious side effects and even death have been reported followirg the concomitant 
use of certain drugs with MAG inhibitors. Therefore, MAO inhibitors should be discontinued at least two 
weeks prior to the cautious mitiation of therapy with SINEQUAN. The exact length of time may vary and 
is dependent upon the particular MAO inhibitor being used, the length of time it has been administered, 
and the dosage involved. 

Usage with Alcohol: \t should be borne in mind that alcohol ingestion may increase the danger 
inherent in any intentional or unintentional SINEQUAN overdosage. This ts especially important in 
patients who may use alcohol excessively. 

Precautions. Since drowsiness may occur with the use of this drug, patients should be warned of the 
possibility and cautioned against driving a car or operating dangerous machinery while taking the drug. 
Patients should also be cautioned that their response to alcoho! may be potentiated. 

Since suicide is an inherent risk in any depressed patient and may remain so until significant 
improvement has occurred, patients should be closely supervised during the easly course of therapy. 
Prescriptions should be written for the smallest feasible amount. 

Should increased symptoms of psychosis or shift ta manic symptomatology occur, it may be 
necessary to reduce dosage of add a major tranquilizer to the dosage regimen. 

Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been specifically 
reported with SINEQUAN use. However, due to the close pharmacological similarities among the 
tricyches, the reactions should be considered when prescribing SINEQUAN. 

Anticholinergic Effects: Dry mouth. blurred vision, constipation, and urinary retention have been 
reported. If they do not subside with continued therapy, or become severe, it may be necessary to 
reduce the dosage. 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. This tends to 
disappear as therapy is continued. Other infrequently reported CNS side effects are confusion, disorien- 
tation, hallucinations, numbness, paresthesias, ataxia, and extrapyramidal symptoms and seizures. 

Cardiovascular: Cardiovascular effects including hypotension and tachycardia have been reported 
occasionally. 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred 

Hematologic: Easinophilta has been reported in a few patients. There have been occasional reports of 
bone marrow depression manifesting as agranulocytosis, leukopenia, thrombocytopenia, and purpura. 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, and aph- 
thous stomatitis have been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular swelling, gynecomastia in males, enlargement of 
breasts and galactorrhea in the female, raising or lowering of blood sugar levels, and syndrome of 
inappropriate antidiuretic hormone have been reported with tricyclic administration. 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaundice, 
alopecia, and headache have been occasionally observed as adverse effects. 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms uson abrupt cessa- 
tion of treatment after prolonged SINEQUAN (doxepin HOI) administration should be borne in mind. 
These are not indicative of addiction and gradual withdrawai of medication should not cause these 
symptoms. 

Dosage and Administration. For most patients with illness of mild to moderate severity, a starting daily 
dose of 75 mg is recommended. Dosage may subsequently be increased or decreased at appropriate 
intervals and according to individual response. The usual optimum dose range is 75 mg/day to 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual increase to 
300 mg/day if necessary. Additional therapeutic effect is rarely ta be obtained by exceeding a dose of 
300 mg/day. 

in patients with very mild symptomatology or emotional symptoms accompanying organic disease, 
lower doses may suffice. Some of these patients have been controlled on doses as low as 25-50 mg/day. 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage schedule. ifthe 
once-a-day schedule is employed the maximum recommended dose is 150 mg/day. This dose may be 
given at bedtime. The 150 mg capsule strength is intended for maintenance therapy only and Is not 
recommended for initiation of treatment. 

Anti-anxiety effect is apparent before the antidepressant effect. Optimal antidepressant effect may not 
be evident for two to three weeks. 

Overdosage. 
A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth. 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias and 
tachycardias. 

Also: urinary retention (bladder atony), decreased gastrointestinal motility (paralytic ileus}, hyper- 
thermia (or hypothermia), hypertension, dilated pupils, hyperactive reflexes. 

B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary. 

2. Severe: Medical management of severe SINEQUAN overdosage consists of aggressive supportive 
therapy. if the patient is conscious, gastric lavage, with appropriate precautions to prevent pulmonary 
aspiration, should be performed even though SINEQUAN is rapidly absorbed. The use of activated 
charcoal has been recommended, às has been continuous gastric lavage with saline for 24 hours or 
more. An adequate airway should be established in comatose patients and assisted ventilation used if 
necessary. EKG monitoring may be required for several days, since relapse after apparent recovery has 
been reported. Arrhythmias should be treated with the appropriate antrarrhythmic agent. It has been 
reported that many of the cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in 
adults may be reversed by the slow intravenous administration of 1 mg to 3 mg of physostigmine 
salicylate. Because physostigmine is rapidly metabolized, the dosage should be repeated as required. 
Convulsions may respond to standard anticonvulsant therapy, however, barbiturates may potentiate any 
respiratory depression. Dialysis and forced diuresis generally are not of value in the management of 
overdosage due to high tissue and protein binding of SINEQUAN. 


More detalled professional Information available on request. 


ROeRIG «2» 


A division of Pfizer Pharmaceuticals 
New York, New York 10017 
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or a Different 
Kind of Calm 


(buspirone HCl) 


For Brief Summary, please see the last page of this advertisement 





Pharmaceuticals 
Introduces 


® 


Tablets 
5 mg and 10 mg 


A different 
kind of calm 


BuSpar—the first anxiolytic without — 
CNS-depressant activity—has broken the 
connection between efficacy and unwanted 
sedative effects. 


BuSpar gradually and comfortably 
provides relief of anxious symptoms—but 
produces no more drowsiness, motor 
impairment, or interaction with alcohol 
than does placebo: 


Furthermore, in clinical studies, BuSpar 
exhibited no apparent abuse liability, 
and no withdrawal syndrome has been 
reported at the end of therapy." 


© 1987 Bristol-Myers U.S. Pharmaceutical and Nutritional Group: Evansville, Indiana 47721 USA 








Proven anxiolytic effectiveness over 
a 4-week course of therapy” 


BuSpar vs Valium*€ 


BuSpar vs Tranxene'€ 
vs placebo 











Percent of patients improved 


during 4-week study 
Percent of patients improved 8 i 


during 4-week study: 





1004 1004 



















BuSpar Valium € Placebo 
n- 68 n- 71 n-75 


BuSpar Tranxene € 


n=207 n 1 | 








zi 
*Registered trademark of Hoffmann-La Roche Inc for diazepam. Physician's assessment of global improvement 
Registered trademark of Abbott Pharmaceuticals, Inc for clorazepate. 


Extensive clinical trials have shown that BuSpar 
produces impressive results over a four-week course 
of therapy. In comparative trials with Valium and 
Tranxene, 70% to 89% of patients receiving BuSpar 
were judged by their physicians to be improved at the 
end of therapy. Significant improvement was noted 

in a wide range of anxiety-related symptoms such as 
anxious mood, depressed mood," and cardiovascular 
and gastrointestinal complaints. 


"BuSpar is not indicated for the treatment of primary depressive disorder. 





For Brief Summary, please see the last page of this advertisement. 
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buSpar 


(buspirone HCI) 


Tablets 5 mg and 10 mg 


A different kind of calm 


bu5par.... 
(buspirone HCI) 


Anxiolytic efficacy without 
CNS-depressant activity 


Incidence of drowsiness no greater 
than placebo 
Because BuSpar does not replace symptoms with 


sedation, patients are alert and aware as well as 
anxiety-free during their waking hours. 





Incidence of drowsiness reported in controlled studies involving 1,915 patients! 
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No impairment of 
motor skills 


Controlled studies show that, 
unlike diazepam, BuSpar did not 
interfere with driving skills in 
normal subjects.” 

NOTE: Patients should be cautioned about operating an automo- 


bile or using complex machinery until they are reasonably certain 
that BuSpar treatment does not affect them adversely. 





No pot tiation of 
the effects of alcohol 


A controlled study in normal 
subjects showed that, unlike 3 
lorazepam, BuSpar did not : - 

augment the e of alcohol.*^ py JJ) ERR, , am 





No apparent abuse liability 
Extensive preclinical information and clinical data 
from studies in two populations, recreational users of 
sedatives and alcohol-dependent patients, demon- 
strate that BuSpar does not have the characteristics of 
common substances of abuse. Therefore, BuSpar is 
nota controlled substance? 

| 


Well to | rated...with a low incidence 
of troublesome side effects 


The most commonly observed adverse effects in 
controlled trials were dizziness (1296), nausea (8%), 
headache (6%), nervousness (5%), light-headedness 
(596), and excitement (2%). 
*While formal ier the interaction of BuSpar with alcohol indicate that BuSpar does not increase 


alcohol-induced impairment in motor and mental performance, it is prudent to avoid concomitant 
use of alcohol and BuSpar. 


For Brief Su y, please see the last page of this advertisement. 





bu5par.... 
(buspirone HCl) 


Subtle onset of effect 


BuSpar relieves the symptoms of anxiety gradually 
and steadily. Generally, improvement will be 
noticeable within the first 7-10 days. 


Prescribing recommendations 
Initial dosage—5 mg t.i.d. 


Dosage adjustment—5 mg/day increments, 
every 2-5 days, as needed, up to 60 mg/day. _ 


Optimal daily dose—20-50 mg in divided 
doses, in most patients. 


Length of therapy— To achieve full therapeutic 
benefit from BuSpar, it is recommended that 
treatment be prescribed for at least 3-4 weeks. 


At the end of therapy 


BuSpar therapy may be discontinued by 
simply stopping administration. 


BuSpar is not a controlled substance. 





Patient selection 


BuSpar will not block the benzodiazepine withdrawal 
syndrome...therefore, the best candidates for BuSpar 
are those not currently taking benzodiazepines. 


If you elect to switch a patient 
from a benzodiazepine to BuSpar: 


1. Carefully and completely withdraw the patient from the | 
benzodiazepine according to the benzodiazepine man- 
ufacturer’s instructions before initiating BuSpar therapy. 


2. Remember that benzodiazepine withdrawal symptoms, 
such as irritability, anxiety, agitation, insomnia, sweating, 
and sometimes even seizures, may occur over varying 
time periods after discontinuation. 


BuSpar...the first choice in anxiolytic therapy when 
Treatment requires regular dosing for more than a few days 
Patient functioning is key to safe and successful treatment 


The potential for drug habituation, dependence, abuse, 
or a withdrawal syndrome is a concern 


For Brief Summary, please see following page. 





BuSpar 
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Tablets 5 mg and 10 mg 


A different kind of calm 





CONTRAINDICATIONS: 

Hypersensitivity to buspirone. 

WARNINGS: 

The administration of BuSpar to a patient taking a menoamine oxidase inhibitor 


pressure when BuSpar has been added to a regimen including an MAOI. Therefore, it is 
recommended that BuSpar not be used concomitantly with an MAOI. 


Because BuSpar has no established antipsychotic activity, it should not be employed in lieu of 
appropriate antipsychotic treatment. 


PRECAUTIONS: 
pene ip HM itive and motor performance 

nterference with cognitive ai or : 
Studies indicate that BuSparis less sedating than other anxiolytics and that it does not produce 
significant functional impairment. However, its CNS effects in any individual patient may not be 
predictable. Therefore, patients should be cautioned about operating an automobile or using 
complex macanan until they are reasonably certain that buspirone treatment does not affect 
them adversely, 


While formal studies of the interaction of BuSpar with alcohol indicate that buspirone does not 
increase alcohol-induced impairment in motor and mental performance, it is prudent to avoid 
concomitant use of alcohol and buspirone. 


ea for withdrawal reactions in sedative/hypnetic/anxietytic drug-dependent 
tents: 

ecause BuSpar does not exhibit cross-tolerance with benzodiazepines and other common 
sedative/hypnotic drugs, it will not block the withdrawal syndrome often seen with cessation of 
therapy with these drugs. Therefore, before eres iride hi BuSpar, itis advisable to with- 
draw patients gradually, especially patients who have been using a CNS depressant drug 
chronically, from their prior treatment. Rebound or withdrawal symptoms may occur over vary- 
ing time periods, depending in part on the type of drug, and its effective half-life of elimination. 
The syndrome of withdrawal from sedative/hypnotic/anxi d can appear as any combi- 
nation of irritability, anxiety, agitation, insomnia, tremor, Weel cramps, muscle rape. 
vomiting, sweating, flu-like symptoms without fever, and occasionally, even as seizures. 


Possible concerns related to buspirone's binding to ine receptors: 

Because buspirone can bind to central dopamine , aquestion has been raised about 
its potential to cause acute and chronic changes in dopamine mediated neurological function 
(e.g., dystonia, pseudoparkinsonism, akathisia, and tardive dyskinesia). Clinical experience in 
controlled trials has failed to identify any significant neuroleptic-like activity; er, a syn- 
drome of restlessness, appearing shortly after initiation of treatment, has been reported in 
some small fraction of buspirone-treated patients. The syndrome may be explained in several 
ways. For example, buspirone may increase central noradrenergic activity; alternatively, the 
effect may be attributable to dopaminergic effects (i.e., represent akathisia). Obviously, the 
question cannot be totally resolved at this point in time. Generally, long-term sequelae of any 
drugs use can be identified only after several years of marketing. 


Information for Patients: 

Patients should be instructed to inform their physician about any medications, prescription or 
non-prescription, alcohol or drugs they are now taking or plan to take during treatment with 
buspirone; to inform their physician if they are pregnant, are paning to become pregnant, or 
become pregnant while taking buspirone; to inform their ician if they are breast feeding; 
and notto drive acar or operate potentially dangerous machinery until they experience how this 
medication affects them. 


Drug Interactions: 

Concomitant use with other CNS active drugs should be approached with caution. There 
is one report pee gay that the concomitant use of — (trazodone) and BuSpar 
may have caused 3- to 6-fold elevations on SGPT (ALT) in a few patients. In a similar 
study, attempting to replicate this finding, no interactive effect on hepatic transaminases 
was identified. Buspirone does not displace tightly bound drugs like phenytoin, propranolol 
and warfarin from serum proteins, but may ace less firmly bound drugs like digoxin. 
(See WARNINGS) 


Carcinogenesis, Mutagenesis, Impairment of Fertility: 

No evidence of carcinogenic potential was observed in rats or mice; buspirone did not induce 
point mutations, nor was DNA damage observed; chromosomal aberrations or abnormalities 
did not occur. 

Pregnancy: 

Teratogenic Effects: 

Pregnancy Category B: Should be used during pregnancy only if clearly needed. 


Nursing Mothers: 
Administration to nursing women should be avoided if clinically possible. 


Pediatric Use: 
The safety and effectiveness have not been determined in individuals below 18 years of age. 


Use in the Elderly: 
No unusual adverse age-related phenomena have been identified in elderly patients. 


Use in Patients with Impaired Hepatic or Renal Function: 
Since buspirone is metabolized by the liver and excreted by the kidneys, its administration to 
patients with severe hepatic or renal impairment cannot be recommended. 


ADVERSE REACTIONS (See also Precautions): 

Commonly Observed: 

The more commonly observed untoward events associated with the use of BuSpar not seen at 
an equivalent incidence among placebo-treated patients include dizziness, nausea, head- 
ache, nervousness, light-headedness and excitement. 


Associated with Discontinuation of Treatment: 

The more common events causing discontinuation included central nervous system distur- 
bances (3.495) —primarily dizziness, insomnia, nervousness, drowsiness, and light-headed 
feeling; gastrointestinal disturbances (1.295) —primarily nausea; and miscellaneous distur- 
bances (1.195) —primarily headache and fatigue. In addition, 3.4% of patients had multiple com- 


(MAOI) n pose a hazard. There have been egimen of the occurrence of elevated blood 


plaints, none of which could be characterized as primary. 


Incidence in Controlled Clinical Trials: y 

Adverse events that occurred at a frequency of 1% or more among 477 patients who received 
buspirone in four-week, controlled trials: Cardiovascular: tachycardia/palpitations 1%. CNS: 
dizziness 12%, drowsiness 10%, nervousness 5%, insomnia 3%, light-headedness 3%, 
decreased concentration 2%, excitement 2%, anger noan 2%, confusion 2%, depression 
2%. EENT: blurred vision 2%. Gastrointestinal: nausea 8%, dry mouth 3%, abdominal/ 
gastric distress 2%, diarrhea 2%, constipation 1%, vomiting 1%. Musculoskeletal: musculo- 
skeletal aches/pains 1%. Neurol l: numbness aa mn 1%, incoordination 1%, 


tremor 1%. Skin: skin rash 1%. Miscellaneous: headache 6%, fatigue 4%, weakness 2%, 
sweating/clamminess 1%. 

Other Events Observed the Entire Evaluation: 

The following list includes all other adverse events nably associated with the use of 


reasoi 
buspirone in approximately 3000 subjects who took multiple doses of the drug under various 
conditions in well-controlled studies as well as open and uncontrolled clinical settings. The rel- 
ative frequency of these adverse events is defined as follows: Frequent are those occurring in 
at least 1/100 patients; infrequent are those occurring in 1/100 to 1/1000 patients; and rare are 
occurring in less than 1/1000 patients. Cardiovascular: Frequent was nonspecific chest 
pain; infrequent were syncope, hypotension and hypertension; rare were cerebrovascular 
accident, congestive heart failure, myocardial infarction, cardiomyopathy and bradycardia. 
Central System: Frequent were dream disturbances; infrequent were depersonal- 
ization, dysphoria, noise intolerance, eu a, akathisia, fearfulness, loss of interest, disas- 
sociative reaction, hallucinations, suicidal ideati seizures; rare were feelings of 
claustrophobia, cold intolerance, stupor, and slurred speech and psychosis. EENT: Frequent 
were tinnitus, sore throat and nasal ion. Infrequent were redness and itching of the 
, altered taste, altered smell, and conjunctivitis; rare were inner ear abnormality, vH pain, 
tophobia, and pressure on eyes. Endocrine: Rare were galactorrhea and thyroid abnor- 
paly Gastrointestinal: Infrequent were flatulence, anorexia, increased appeiito, salivation, 
irritable colon and rectal bleeding; rare was burning of the tongue. Genitourinary: Infrequent 
were urinary frequency, urinary hesitancy, menstrual irreguiarity and ing, and dysuria; 
rare were amenorrhea, pelvic inflammatory disease, enuresis and nocturia. Musculoskele- 
tal: ids: pratt muscle cramps, muscle spasms, rigid/stiff muscles, and arthralgias. Neu- 
rological: Infrequent were involuntary movements and slowed reaction time; rare was muscle 
weakness. Respiratory: Infrequent were hyperventilation, shortness of breath and chest con- 
gestion; rare was epistaxis. Sexual Function: Infrequent were decreased or increased libido; 
rare were delayed ejaculation and impotence. Skin: Infrequent were edema, pruritus, flushing, 
easy bruising, hair loss, dry skin, facial edema and blisters; rare were acne and thinning of 
nails. Clinical Laboratory: Infrequent were increases in hepatic aminotransferases (SGOT, 
SGPT); rare were eosinophilia, leukopenia and thrombocytopenia. Miscellaneous: Intre- 
quentwere weight gain, fever, roaring sensation in the head, weightloss and malaise; rare were 
alcohol abuse, bleeding disturbance, loss of voice and hiccoughs. 


DRUG ABUSE AND DEPENDENCE: 
Controlled Substance Class: 
BuSpar is not a controlled substance. 


sical and Psychological Dependence: 
Her bere A no potential for abuse or diversion and there is no evidence that it causes 
tolerance, or either physical or psyc! ical dependence. However, since it is difficult to pre- 
dict from experiments the extent to which a CNS active drug will be misused, diverted and/or 
abused once marketed, physicians should carefully evaluate patients for a history of drug 
abuse and follow such patients closely, observing them for signs of buspirone misuse or abuse 
(e.g., development of tolerance, incrementation of dose, drug-seeking behavior). 
OVERDOSAGE: 
Signs and ep: 
No deaths have been reported in humans either with deliberate or accidental overdosage. At 
doses approaching 375 mg/day, the aereis. symptoms were observed: nausea, vomiting, 


dizziness, drowsiness, miosis, and gastric di 


Recommended Overdose Treatment: 
General symptomatic and wed selves measures should be used along with immediate gastric 
lavage. No specific antidote is known and dialyzability of buspirone has not been determined. 


For complete details, see Prescribing Information or consult your Mead Johnson Phar- 
maceutical Division Representative. 
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Make sure they receive 


HALDOL 
(HALOPERIDOL) 
and not a substitute 


The following is a brief summary only. Before prescribing, see complete prescribing information in HALDOL 
and HALDOL noate product labeling. 

Contraindications: Since the pharmacologic and clinical actions of HALDOL (haloperidol) Decanoate are 
attributed to HALDOL as the active medication, Contraindications, Warnings, and additional information are 
those of HALDOL. Some sections have been modified to reflect the prolonged action of HALDOL Decanoate. 

HALDOL is contraindicated in severe toxic central nervous system depression or comatose states from any 
cause and in individuals who are hypersensitive to this drug or have Parkinson's disease 
Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irreversible, involuntary, 
dyskinetic movements may develop in patients treated with antipsychotic drugs. Although the prevalence of the 
syndrome appears to be highest among the elderly, especially elderly women, it is impossible to rely upon 
prevalence estimates to predict, at the inception of antipsychotic treatment, which patients are likely to develop 
the syndrome. Whether antipsychotic drug products differ in their potential to cause tardive dyskinesia is 
unknown. Both the risk of developing tardive dyskinesia and the likelihood that it will become irreversible are 
believed to increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 
administered to the patient increase. However, the syndrome can develop, although much less commonly, after 
relatively brief treatment periods at low doses. There is no known treatment for established cases of tardive 
dyskinesia, although the syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn, 
Antipsychotic treatment, itself, however, may suppress (or partially suppress) the signs and symptoms of the 
syndrome and thereby may possibly mask the underlying process. The effect that symptomatic suppression has 
upon the long-term course of the syndrome is unknown Given these considerations, antipsychotic drugs should 
be prescribed in a manner that is most likely to minimize the occurrence of tardive dyskinesia Chronic 
antipsychotic treatment should generally be reserved for patients who suffer from a chronic illness that 1) is 
known to respond to antipsychotic drugs. and 2) for whom alternative, equally effective, but potentially less 
harmful treatments are not available or appropriate. In patients who do require chronic treatment, the smallest 
dose and the shortest duration of treatment producing a satisfactory clinical response should be sought. The 
need for continued treatment should be reassessed periodically. If signs and symptoms of tardive dyskinesia 
appear in a patient on antipsychotics, drug discontinuation should be considered. However, some patients may 
require treatment despite the presence of the syndrome. (For further information about the description of tardive 
dyskinesia and its clinical detection, please refer to ADVERSE REACTIONS.) 

Usage in Pregnancy: (see PRECAUTIONS - Usage in Pregnancy) Combined Use With Lithium: (see PRECAU- 
TIONS - Drug Interactions). 

General: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic drugs, including haloperidol. 
Prompt remedial therapy should be instituted if dehydration, hemoconcentration or reduced pulmonary 
ventilation occur, especially in the elderly. Decreased serum cholesterol and/or cutaneous and ocular changes 
have been reported with chemically-related drugs. although not with haloperidol. See PRECAUTIONS 
Information for Patients for information on mental and/or physical abilities and on concomitant use with other 
substances 
Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders, due to the possibility of 
transient hypotension and/or precipitation of anginal pain (if a vasopressor is required, epinephrine should not be 
used since HALDOL may block its vasopressor activity and paradoxical further lowering of blood pressure may 
occur; metaraminol, phenylephrine or norepinephrine should be used); (2) receiving anticonvulsant medications, 
with a history of seizures, or with EEG abnormalities, because HALDOL may lower the convulsive threshold If 
indicated, adequate anticonvulsant therapy should be concomitantly maintained; (3) with known allergies or a 
history of allergic reactions to drugs; (4) receiving anticoagulants, since an isolated instance of interference 
occurred with the effects of one anticoagulant (phenindione). Concomitant antiparkinson medication, if required, 
may have to be continued after HALDOL is discontinued because of different excretion rates; if both are 
discontinued simultaneously, extrapyramidal symptoms may occur. Intraocular pressure may increase when 
anticholinergic drugs, including antiparkinson drugs. are administered concomitantly with HALDOL. When 
HALDOL is used for mania in bipolar disorders, there may be a rapid mood swing to depression. Severe 
Neurotoxicity may occur in patients with thyrotoxicosis receiving antipsychotic medication, including HALDOL 

The 1, 5 and 10 mg HALDOL tablets contain FD&C Yellow No. 5 (tartrazine) which may cause allergic-type 
reactions (including bronchial asthma) in certain susceptible individuals, especially in those who have aspirin 
hypersensitivity 

Information for Patients: Mental and/or physical abilities required for hazardous tasks or driving may be 
impaired. Alcohol should be avoided due to possible additive effects and hypotension 

Drug Interactions: Patients receiving lithium plus haloperidol should be monitored closely for early evidence of 
neurological toxicity and treatment discontinued promptly if such signs appear. 

Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic potential of haloperidol decanoate 
was found in the Ames Salmonella microsomal activation assay 

Carcinogenicity studies using oral haloperidol were conducted in Wistar rats (dosed at up to 5 mg/kg daily for 
24 months) and in Albino Swiss mice (dosed at up to 5 mg/kg daily for 18 months). In the rat study survival was 
less than optimal in all dose groups, reducing the number of rats at risk for developing tumors. However, although 
a relatively greater number of rats survived to the end of the study in high dose male and female groups, these 
animals did not have a greater incidence of tumors than control animals. Therefore, although not optimal, this 
study does suggest the absence of a haloperidol related increase in the incidence of neoplasia in rats at doses up 
to 20 times the usual daily human dose for chronic or resistant patients. In female mice at 5 and 20 times the 
highest initial daily dose for chronic or resistant patients, there was a statistically significant increase in 
mammary gland neoplasia and total tumor incidence; at 20 times the same daily dose there was a statistically 
significant increase in pituitary gland neoplasia. In male mice, no statistically significant differences in 
incidences of total tumors or specific tumor types were noted 

Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue 
culture experiments indicate that approximately one-third of human breast cancers are prolactin dependent in 
vitro, a factor of potential importance if the prescription of these drugs is contemplated in a patient with à 
previously detected breast cancer. Although disturbances such as galactorrhea, amenorrhea, gynecomastia, and 
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impotence have been reported, the clinical significance of elevated serum prolactin levels 
patients. An increase in mammary neoplasms has been found in rodents after onic administration o 
antipsychotic drugs. Neither clinical studies nor epidemiologic studies conducted to date, however. have showr 
an association between chronic administration of these drugs and mammary tumorigenesis: the available 
evidence is considered too limited to be conclusive at this time 

Usage in Pregnancy: Pregnancy Category C Safe use in pregnancy or in women likely to become pregnant ha: 
not been established; use only if benefi: clearly justifies potential hazards to the fetus 

Nursing Mothers: Infants should not be nursed during drug treatment 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramusc 

children have not been conducted. 
Adverse Reactions: Adverse reactions following the administration of HALDOL (halopendol) Decanoate are 
those of HALDOL. Since vast experience has accumulated with HALDOL, the adverse reactions are reported fo: 
that compound as well as for HALDOL Decanoate. As with all injectable medications, local tissue reactions have 
been reported with HALDOL Decanoate. 

CNS Effects: Extrapyramidal Reactions: Neuromuscular (extrapyramidal) reactions nave been reporte 
frequently, often during the first few days of treatment. Generally they involved Parkinson-'ike symptoms whic 
when first observed were usually mild to moderately severe anc usually reversible. Other types of neuromuscula 
reactions (motor restlessness, dystonia and tardive dystonia, akathisia, hyperreflexia, opisthotonos, oculogyri 
crises) have been reported far less frequently, but were often more severe. Severe extrapyramidal reactions have 
been reported at relatively low doses. Generally, extrapyramidal symptoms are dose-related since they occur at 
relatively high doses and disappear or become less severe when the dose is reduced. Antiparkinson drugs may be 
required. Persistent extrapyramidal reactions have been reported and the drug may have to be discontinued 
such cases. Withdrawal Emergent Neurological Signs—Abrupt discontinuation of short-term antipsychoti 
therapy is generally uneventful. However, some patients on maintenance treatment experience transient 
dyskinetic signs after abrupt withdrawal. In certain cases these are indistinguishable fr Tardive Dyskinesie 
except for duration. It is unknown whether gradual withdrawal will reduce the occurrence of these signs. but unt 
further evidence is available HALDOL should be gradually withdrawn. Tardive Dyskinesia—As with all antipsy 
chotic agents HALDOL has been associated with persistent dyskinesias. Tardive dyskinesia, a syndrome 
consisting of potentially irreversible, involuntary, dyskinetic movements, may appear in some patients o 
long-term therapy or may occur after drug therapy has been discontinued The risk appears to be greater 
elderly patients on high-dose therapy. especially females. The symptoms are persistent and in some patients 
appear irreversible. The syndrome is characterized by rhythmical involuntary movements of tongue, face, mouth 
or jaw (e.g. protrusion of tongue. puffing of cheeks, puckering of mouth, chewing movements). Sometimes these 
may be accompanied by involuntary movements of extremities and the trunk. There is no known effective 
treatment for tardive dyskinesia; antiparkinson agents usually do not alleviate the symptoms of this syndrome. Ìt 
ıs suggested that all antipsychotic agents be discontinued if these symptoms appear. Should it be necessary | 
reinstitute treatment, or increase the dosage of the agent, or switch to a different an chotic agent, th 
syndrome may be masked. It has been reported that fine vermicular movement of the tongue may be an early 
sign of tardive dyskinesia and if the medication is stopped at that time the syndrome may not develop Other ONS 
Effects—Insomnia, restlessness, anxiety, euphoria, agitation, drowsiness, depression. lethargy, headache 
confusion, vertigo, grand mal seizures, and exacerdation of psychotic symptoms including hallucinations, anc 
catatonic-like behavioral states which may be responsive to drug withdrawal and/or treatment with anticholine 
gic drugs. 

Body as a Whole: Neuroleptic Malignant Syndrome: As with other antipsychotic drugs. a symptom complex 
sometimes referred to as neuroleptic malignant syndrome (NMS) has been reported. Cardinal features of NMS 
are hyperpyrexia, muscle rigidity, altered mental status (including catatonic signs), and evidence of autonomi 
instability (irregular pulse or blood pressure). Additional signs may include elevated creatinine phosphokinase 
myoglobinuria (rhabdomyolysis), and acute renal failure NMS ss potentially fatal, requires intensive symptomaty 
treatment and immediate discontinuation of antipsychotic treatment. Hyperpyrexia and heat stroke, no 
associated with the above symptom complex, have also been reported. Cardiovascular Effects: Tachycardia 
hypotension, hypertension and ECG changes. Hematologic Effects: Reports of mild, usually transient leukopenia 
and leukocytosis, minimal decreases in red blood cell counts, anemia, or a tendency toward lymphomonocy 
tosis; agranulocytosis rarely reportec and only in association with other medication Li ffects: impaired live 
function and/or jaundice. Dermatologic Reactions. Maculopapular and acneiform reactions, isolated cases o' 
photosensitivity, loss of hair. Endocrine Disorders: Lactation, breast engorgement. mastalgia, menstrual 
irregularities, gynecomastia, impotence, increased libido, hyperglycemia, hypoglycemia and hyponatremia 
Gastrointestinal Effects: Anorexia, constipation, diarrhea, hypersalivation, dyspepsia, nausea and vomiting 
Autonomic Reactions: Dry mouth, blurred vision, urinary retention, diaphoresis, and priapism Respiratory 
Effects: Laryngospasm, bronchospasm and increased depth of respiration. Specia/ S S. Cataracts, retin 
pathy and visual disturbances. Other. Cases of sudden and unexpected death have been reported in associatior 
with the administration of HALDOL. The nature of the evidence makes it impossible to determine definitively 
what role, if any, HALDOL played in the outcome of the reported cases. The possibility that HALDOL caused death 
cannot, of course, be excluded, but it is to be kept in mind that sudden and unexpected death may occur 
psychotic patients when they go untreated or when they are treated with other antipsychotic drugs 
IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate is administered or 
prescribed. For information on symptoms and treatment of overdosage, see full prescribing information 

The short-acting HALDOL injectable form is intended only for acutely agitated psychotic patients with 
moderately severe to very severe symptoms 
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“Change upsets me” 


Most patients with psychotic symptoms need a quiet, undemanding 
life that provides refuge from a confusing and overwhelming world: 


You can help avoid one potentially stressful change 


by making sure your patients receive the 
unique HALDOL Tablet they can SEO. HALDOL 
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triftuoperazine HC 


Helps Put the Chronic 
Schizophrenic Back in Touch 


O Effectively controls psychotic target symptoms 
O Apparently activates withdrawn, apathetic or detached patients 
O Seldom causes excessive sedation 


Tablets: 1, 2,5 and 10 mg 
Concentrate: 10 mg/ml 
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L] Demonstrates a low risk of anticholinergic effects and hypotension 
L Offers a convenient, economical b.i.d. dosage 


‘Stelazine’ shares the increased risk of extrapyramidal symptoms 
associated with all high-potency neuroleptics. However, when 
encountered, these symptoms are generally readily controlled. 


Before prescribing, see complete prescribing information in 
SK&F Co. lIterature or PDR. The following Is a brief summary. 


Contralndications: Comatose or greatly depressed states due to 
C.N S. depressants, blood dyscrastas, bone marrow depression. 
liver damage 


Warnings: Tardive dyskinesia [TO] may develop in patients treated 
with neuroleptic [antipsychotic] drugs. The risk of TD and likelihood 
Of irreversibility are thought to increase as duration of treatment and 
total cumulative neuroleptic dose increase Much less commonly, 
the syndrome can develop after relauvely bref reaiment atiow 
doses There sno known treatment for TD. although it may remit if 
neuroleptics are withdrawn Neuro'eptic treatment may suppress 
signs and symptoms of the syndrome and thereby mask the under- 
lying disease process To minimae tisk of TD, generally reserve 
chronic neuroleptic treatment for patients who suffer from chronic 
tilness that responds to neuroleptics and for whom alternative, 
effective, less harmful treatments are not available or appropriate In 
patients requinng chroruc treatment, the minimal effective dose and 
shortest duration of treatment should be sought Penodically 
reassess need for conunued treatment If signs and symptoms of TD 
appear, discontinuation of neuroleptics shou'd be considered {See 
PRECAUTIONS | 


Neuroleptic Malignant Syndrome {NMS}. a potentially fatal symp- 
tom comp'ex, has been reported in association with antipsychotc 
drugs. Clinical manifestations include: Hyperpyrexia, muscle nigidity, 
altered mental status and evidence of autonomic instability. 


The management of NMS should include 1) mmediate discontinua- 
tion of antipsychotic drugs and other drugs not essential to contur- 
rent therapy, 2} intensive symptomauc treatment and medical 
monitoring, and 3} treatment if available, of any concomitant 
serious medical problems 


"Stelanne' Concentrate contains sod:um bisulfite, which may cause 
atlergic-type reactions including anaphylactic symptoms or asth- 
matic episodes in certain susceptible peopie The prevalence of 
sulfite sensitivity in the general population is unknown and prob- 
ably low andis seen more frequently in asthmatic than m non- 
asthmatic people 

Generally avoid using in patients hypersensitive [e g , have had 
blood dyscrasias, jaundice] to any phenothiazine Caution patients 
about activities requiaing alertness (e.g . operating vehicles or 
machinery}. especially during the first few days’ therapy Additive 
depressant effectis possible with other C N $ depressants, mclud- 
ing atcohol Do not use in pregnancy except when essential and 


potential benefits clearly outweigh possible hazards Protonged 
jaundice, extrapyramidal signs, hyperreflexia and hyporeflexia have 
been reported in newborns whose mothers received phenothia- 
zines There's evidence that phenothiazines are excreted in the 
breast mik of nursing mothers 


Precautions; Since some patients chronically exposed to neuro- 
Jeptics will develop tardive dyskinesia, it rs advised that, if possible, 
full information about this risk be given to patrents or their guardians 
when chronic use 1s contemplated 


Use cautiouslym angina Avoid high doses and parenteral use 
when cararvascular system is imparred since hypotension has 
occurred Antiemetic effect may mask the signs of overdosage of 
other drugs or obscure diagnosis and weatment of certain physical 
disorders Prolonged use of high doses may result in cumulative 
effects with severe C.N S. or vasomotor symptoms. If retinal 
changes occur. discontinue drug. Agranulocytosts, thrombo- 
cytopenia, pancytopenia, anemia, cholestatic jaundice. liver 
damage have been reported Use cautiously in patients with 
glaucoma 


Patents wah a history of long-term therapy with ‘Stelazine’ and/or 
other neuroleptics should be evaluated periodically for possible 
dosage adjustment or discontinuance of drug therapy. Neuroleptic 
drugs caus? elevated prolactin levels that persist during chronic use 
Since approximately one-third of human breast cancers are 
prolactin-dependentin vitro, this elevation is of potential impor- 
tance if neuroleptic drug use is contemplated in a patient with a 
previously detected breast cancer However, clinical and epidemiologic 
Studies to date have not shown an association between the chronic 
use of neuroleptic drugs and mammary tumorigenesis Use 
cautiously m persons who will be exposed to extreme heat 


Phenothiazines may diminish the effect of orat anticoagulants 
Phenothiazines can produce aipha-adrenergic blockade Concomr- 
tant use of phenothiazines with propranolol increases plasma levels 
of both drugs Concurrent use of phenothiazines may counteract 
antihypertensive effects of guanethidine and related compounds 
Thiazide diuretics may accentuate the orthostatic hypotension that 
may occur with phenothwazines Phenottuazines may lower the 
convulsive threshold and may also precipitate phenytoin toxicity, 
dosage adjustments of anticonvulsants may be necessary If neuro- 
muscular reactions occur in pregnant women, or im children, per- 
manently sop neuroleptic therapy Patients should not receive. 
“Stelazine’ 48 hours before or 24 hours after myelography with the 
contrast medium metrizamide The presence of phenothiazines 
may produce false positive phenylketonuna (PKU) test results. 


Advers2 Reactions: Drowsiness, dizaness she «^7 taw 
cry mouth, insomnia, arrenorrhea, fatigue, Puta ar «ness 
anorexia, lactation, blurred vision Neuromuscu. | "'« yrdmusl 





reactions: motor restlessress, dystonias, pseudo , 4. "cmt 
Give dyssinesia, and a vatani, tardive dystora 

Other adverse reactions reported with Stelazire [trifiuoper- 
azine HCI, SK&F] or other phenothiazines:S, + — 5 n» 
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effects ae more frequent or intense in specific 5. * 
insuffiaency of pheochremocytoma] 


Grand mal anc peut mal convulsions, parecutar y i 
vaith history, of EEG abncrmalities, altered ceretr 
teins: cecebral edema, prolongation and inters f . 
Gf C NS depressants, atropine. heat. and organi , 
insecticides: nasal congestion. headache naus, « 
abstipation, aaynamic ileus, ejaculatory d sorder n 
priapism. atomic coton, unnaryretention, moss e ¢ 84 5 tes 
tivation of psychotic processes, Catatonic-ke stat» cetar yer 
{sometames fatal, cardiac arrest, leukopeni tonta a pon 
cytopen a, agranulocytosis, thrombocytoper Cp. HMO 
anemie, aplast.c anemia, aundice, bary lass f p oy Mid 
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Contraindications: Navane (thiothixene) is contraindicated in patients with circulatory collapse, comatose 
states, central nervous system depression due to any cause, and blood cyscrasias. Navane is contraindicated in 
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Warnings: Tardive Dyskinesia—Tardive dyskinesia, a syndrome consisting of potentially irreversible, invol- 
untary, dyskinetic movements may develop in patients treated with neuroleptic (antipsychotic) drugs. Although 
the prevalence of the syndrome appears to be highest among the elderly, especially elderly women, it is impos- 
sible to rely upon prevalence estimates to predict, at the inception of neuroleptic treatment, which patients are 
likely to develop the syndrome. Whether neuroleptic drug products differ in their potential to cause tardive dys- 
kinesia is unknown. 

Both the risk of developing the syndrome and the likelihood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of neuroleptic drugs administered to the pa- 
tient increase. However, the syndrome can develop, although much less commonly, after relatively brief treat- 
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There is no known treatment for established cases of tardive dyskinesia, although the syndrome may remit, 
partially or completely, if neuroleptic treatment is withdrawn. Neuroleptic treament, itself. however, may sup- 
press (or partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the un- 
derlying disease process. The effect that symptomatic suppression nas upon the long-term course of the 
syndrome is unknown. 

Given these considerations, neuroleptics should be prescribed in a manner that is most likely to minimize the 
occurrence of tardive dyskinesia. Chronic neuroleptic treatment should generally be reserved for patients who 
suffer from a chronic illness that, 1) is known to respond to neuroleptic drugs, and, 2) for whom alternative, 
equally effective, but potentially less harmful treatments are nof available or appropriate. In patients who do 
require chronic treatment, the smallest dose and the shortest duration of treatment producing a satisfactory 
clinical response should be sought. The need for continued treatment should be reassessed periodically. 

If signs and symptoms of tardive dyskinesia appear in a patient on neuroleptics, drug discontinuation should 
be considered. However, some patients may require treatment despite the presence of the syndrome. 

(For further information about the description of tardive dyskinesia and its clinical detection, please refer to 
the section on Adverse Reactions.) 

Usage in Pregnancy— Safe use of Navane during pregnancy has not been established. Therefore, this drug 
should be given to pregnant patients only when, in the judgment of the pnysician, the expected benefits from the 
treatment exceed the possible risks to mother and fetus. Animal reproduction studies and clinical experience to 
date have not demonstrated any teratogenic effects. 

In the animal reproduction studies with Navane, there was some decrease in conception rate and litter size, 
and an increase in resorption rate in rats and rabbits, changes which have been similarly reported with other 
Psychotropic agents. After repeated oral administration of Navane to rats (5 to 15 mg/kg/day), rabbits (3 to 50 
mg/kg/day), and monkeys (1 to 3 mg/kg/day) before and during gestation, no teratogenic effects were seen. (See 
Precautions.) 

Usage in Children—The use of Navane in children under 12 years of age is not recommended because safety 
and efficacy in the pediatric age group have not been established 

As is true with many CNS drugs, Navane may impair the mental and/or phvsical abilities required for the per- 
formance of potentially hazardous tasks such as driving a car or operating machinery, especially during the first 
few days of therapy. Therefore, the patient should be cautioned accordingly. 

As in the case of other CNS-acting drugs, patients receiving Navane should be cautioned about the possible 
additive effects (which may include hypotension) with CNS depressants and with alcohol. 

Precautions: An antiemetic effect was observed in animal studies with Navane; since this effect may also occur 
in man, it is possible that Navane may mask signs of overdosage of toxic drugs and may obscure conditions 
such as intestinal obstruction and brain tumor. 

In consideration of the known capability of Navane and certain other psychotropic drugs to precipitate con- 
vulsions, extreme caution should be used in patients with a history of convulsive disorders or those in a state 
of alcohol withdrawal since it may lower the convulsive threshold. Although Navane potentiates the actions of 
the barbiturates, the dosage of the anticonvulsant therapy should not be reduced when Navane is administered 
concurrently. 

Caution as well as careful adjustment of the dosage is indicated when Navane is used in conjunction with 
other CNS depressants other than anticonvulsant drugs. 

Though exhibiting rather weak anticholinergic properties, Navane should be used with caution in patients 
who are known or suspected to have glaucoma, or who might be exposed to extreme heat, or who are receiving 
atropine or related drugs 

Use with caution in patients with cardiovascular disease. 

Also, careful observation should be made for pigmentary retinopathy, and lenticular pigmentation (fine len- 
ticular pigmentation has been noted in a small number of patients treated with Navane for prolonged periods) 
Blood dyscrasias (agranulocytosis, pancytopenia, thrombocytopenic purpura), and liver damage (jaundice, bil- 
iary stasis) have been reported with related drugs. 

Undue exposure to sunlight should be avoided. Photosensitive reactions have been reported in patients on 
Navane. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic administration. Tissue cul- 
lure experiments indicate that approximately one-third of human breast cancers are prolactin dependent in vitro, 
a factor of potential importance if the prescription of these drugs is contemplated in a patient with a previously 
detected breast cancer. Although disturbances such as galactorrhea. amenorrhea, gynecomastia, and impotence 
have been reported, the clinical significance of elevated serum prolactin levels is unknown for most patients. An 
increase in mammary neoplasms has been found in rodents after chronic administration of neuroleptic drugs 
Neither clinical studies nor epidemiologic studies conducted to date, however, have shown an association be- 
tween chronic administration of these drugs and mammary tumorigenesis; the available evidence is considered 
too limited to be conclusive at this time. 

Intramuscular Administration—As with all intramuscular preparations, Navane Intramuscular should be in- 
jected well within the body of a relatively large muscle. The preferred sites are the upper outer quadrant of the 
buttock (i.e. gluteus maximus) and the mid-lateral thigh 

The deltoid area should be used only if well developed, such as in certain adults and older children, and then 
only with caution to avoid radial nerve injury. Intramuscular injections should not be made into the lower and 
mid-thirds of the upper arm. As with all intramuscular injections, aspitation is necessary to help avoid inad- 
vertent injection into a blood vessel 
Adverse Reactions: Note: Not all of the following adverse reactions have been reported with Navane (thiothix- 
ene). However, since Navane has certain chemical and pharmacologic similarities to the phenothiazines, all of 
the known side effects and toxicity associated with phenothiazine therapy should be borne in mind when Navane 
is used 


Cardiovascular effects: Tachycardia, hypotension, lightheadedness, and syncope. In the event hypotension 
occurs, epinephrine should not be used as a pressor agent since a paradoxical further lowering of blood pres- 
sure may result. Nonspecific EKG changes have been observed in some patients receiving Navane (thiothixene). 
These changes are usually reversible and frequently disappear on continued Navane therapy. The incidence of 
these changes is lower than that observed with some phenothiazines. The clinical significance of these changes 
is not known. 

CNS effects: Drowsiness, usually mild, may occur although it usually subsides with continuation of Navane 
therapy. The incidence of sedation appears similar to that of the piperazine group of phenothiazines, but less 
than that of certain aliphatic phenothiazines. Restlessness, agitation and insomnia have been noted with 
Navane. Seizures and paradoxical exacerbation of psychotic symptoms have occurred with Navane infrequently. 

Hyperreflexia has been reported in infants delivered from mothers having received structurally related drugs. 

In addition, phenothiazine derivatives have been associated with cerebral edema and cerebrospinal fluid 
abnormalities. 

Extrapyramidal symptoms, such as pseudo-parkinsonism, akathisia, and dystonia have been reported. Man- 
agement of these extrapyramidal symptoms depends upon the type and severity. Rapid relief of acute symptoms 
may require the use of an injectable antiparkinson agent. More slowly emerging symptoms may be managed by 
reducing the dosage of Navane and/or administering an oral antiparkinson agent. 

Persistent Tardive Dyskinesia: As with all antipsychotic agents tardive dyskinesia may appear in some pa- 
tients on long term therapy or may occur after drug therapy has been discontinued.The risk seems to be greater 
in elderly patients on high-dose therapy, especially females. The symptoms are persistent and in some patients 
appear to be irreversible. The syndrome is characterized by rhythmical involuntary movements of the tongue, 
face, mouth or jaw (e.g., protrusion of tongue, puffing of cheeks, puckering of mouth, chewing movements). 
Sometimes these may be accompanied by involuntary movements of extremities 

Since early detection of tardive dyskinesia is important, patients should be monitored on an ongoing basis. 
It has been reported that fine vermicular movement of the tongue may be an early sign of the syndrome. If this 
or any other presentation of the syndrome is observed, the clinician should consider possible discontinuation 
of neuroleptic medication. (See Warrings section.) 

Hepatic Effects: Elevations of serum transaminase and alkaline phosphatase. usually transient, have been in- 
frequently observed in some patients No clinically confirmed cases of jaundice attributable to Navane have been 
reported. 

Hematologic Effects: As is true wit? certain other psychotropic drugs, leukopenia and leukocytosis, which are 
usually transient, can occur occasicnally with Navane. Other antipsychotic drugs have been associated with 
agranulocytosis, eosinophilia, hemo ytic anemia, thrombocytopenia anc pancytopenia. 

Altergic Reactions: Rash, pruritus, urticaria, photosensitivity and rare cases of anaphylaxis have been re- 
ported with Navane. Undue exposure to sunlight should be avoided. Although not experienced with Navane, ex- 
foliative dermatitis and contact dermatitis (in nursing personnel) have been reported with certain 
phenothiazines 

Endocrine Disorders: Lactation, moderate breast enlargement and amenorrhea have occurred in a small per- 
centage of females receiving Navane If persistent, this may necessitate a reduction in dosage or the discontin- 
uation of therapy. Phenothiazines have been associated with false positive pregnancy tests, gynecomastia, 
hypoglycemia, hyperglycemia, and glycosuria 

Autonomic Effects: Dry mouth, blurred vision, nasal congestion, constipation, increased sweating, increased 
salivation, and impotence have occutred infequently with Navane therapy. Phenothiazines have been associated 
with miosis, mydriasis, and adynamic ileus. 

Other Adverse Reactions: Hyperpyrexia, anorexia, nausea, vomiting, diarrhea, increase in appetite and 
weight, weakness or fatigue, polydipsia and peripheral edema. 

Although not reported with Navane, evidence indicates there is a relationship between phenothiazine therapy 
and the occurrence of a systemic lupus erythematosus-like syndrome. 

NOTE: Sudden deaths have occasionally been reported in patients who have received certain phenothiazine 
derivatives. In some cases the cause of death was apparently cardiac arrest or asphyxia due to failure of the 
cough reflex. In others, the cause could not be determined nor could it be established that death was due to 
phenothiazine administration. 

Dosage and Administration: Dosage of Navane should be individually adjusted depending on the chronicity 
and severity of the condition. In general, small doses should be used initially and gradually increased to the 
optimal effective level, based on patient response. 

Some patients have been successfully maintained on once-a-day Navane therapy. 

Usage in children under 12 years of age is not recommended because safe conditions for its use have not been 
established. 

Navane Intramuscular Solution: Navane For Injection—When more rapid control and treatment of acute be- 
havior is desirable, the intramuscular form of Navane may be indicated. It is also of benefit where the very nature 
of the patient's symptomatology, whether acute or chronic, renders oral administration impractical or even 
impossible. 

For treatment of acute symptomatology or in patients unable or unwilling to take oral medication, the usual 
dose is 4 mg of Navane Intramuscular administered 2 to 4 times daily. Dosage may be increased or decreased 
depending on response. Most patients are controlled on a total daily dosage of 16 to 20 mg. The maximum rec- 
ommended dosage is 30 mg/day. An oral form should supplant the injectable form as soon as possible. It may 
be necessary to adjust the dosage when changing from the intramuscular to oral dosage forms. Dosage recom- 
mendations for Navane (thiothixene) Capsules and Concentrate appear in the following paragraphs. 

Navane Capsules: Navane Concertrate—In milder conditions, an initial dose of 2 mg three times daily. If 
indicated, a subsequent increase to 15 mg/day total daily dose is often effective. 

In more severe conditions, an initial dose of 5 mg twice daily. 

The usual optimal dose is 20 to 30 mg daily. If indicated, an increase to 60 mg/day total daily dose is often 
effective. Exceeding a total daily dose of 60 mg rarely increases the beneficial response. 

Overdosage: Manifestations incluce muscular twitching, drowsiness, and dizziness. Symptoms of gross 
overdosage may include CNS depression, rigidity, weakness, torticollis, tremor, salivation, dysphagia, 
hypotension, disturbances of gait, or coma. 

Treatment: Essentially is symptomatic and supportive. For Navane oral, early gastric lavage is helpful. For 
Navane oral and Intramuscular, keep patient under careful observation and maintain an open airway, since in- 
volvement of the extrapyramidal system may produce dysphagia and respiratory difficulty in severe overdosage. 
If hypotension occurs, the standard measures for managing circulatory shock should be used (I.V. fluids and/ 
or vasoconstrictors.) 

If a vasoconstrictor is needed, levarterenol and phenylephrine are the most suitable drugs. Other pressor 
agents, including epinephrine, are not recommended, since phenothiazine derivatives may reverse the usual 
pressor action of these agents and cause further lowering of the blood pressure 

If CNS depression is present and specific therapy is indicated, recommended stimulants include ampheta- 
mine, dextroamphetamine, or caffeine and sodium benzoate. Stimulants that may cause convulsions (e.g. picro- 
toxin or pentylenetetrazol) should be avoided. Extrapyramidal symptoms may be treated with antiparkinson drugs. 

There are no data on the use of peritoneal or hemodialysis, but they are known to be of little value in phe- 
nothiazine intoxication. 
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For a Different 
Kind of Calm 





Introducing 


Buspar 


(buspirone HCI) 


Mead Johnson 
Pharmaceuticals 
Introduces 


® 
Tablets 
5 mg and 10 mg 


(buspirone HCI) 


A different 
kind of calm 


BuSpar—the first anxiolytic without 
CNS-depressant activity—has broken the 
connection between efficacy and unwanted 
sedative effects. 


BuSpar gradually and comfortably 
provides relief of anxious symptoms—but 
produces no more drowsiness, motor 
impairment, or interaction with alcohol 
than does placebo.’ 


Furthermore, in clinical studies, BuSpar 
exhibited no apparent abuse liability, 
and no withdrawal syndrome has been 
reported at the end of therapy." 


© 1987 Bristol-Myers U.S. Pharmaceu tical and Nutritional Group * Evansville, Indiana 47721 USA 








Proven anxiolytic effectiveness over 
a 4-week course of therapy” 





a 
IV 


BuSpar vs Valium*€ BuSpar vs Tranxene'@ 


vs placebo 






Percent of patients improved 
during 4-week study? 


Percent of patients improved 
during 4-week study? 


80 





40 








BuSpar Tranxene € 
n- 71 


BuSpar Valium € Placebo 
n=68 n- 71 n=73 








*Registered trademark of Hoffmann-La Roche Inc for diazepam. tPhysician's assessment of global improvement. 
tRegistered trademark of Abbott Pharmaceuticals, Inc for clorazepate. 


Extensive clinical trials have shown that BuSpar 
produces impressive results over a four-week course 
of therapy. In comparative trials with Valium and 
Tranxene, 70% to 89% of patients receiving BuSpar 
were judged by their physicians to be improved at the 
end of therapy. Significant improvement was noted 

in a wide range of anxiety-related symptoms such as 
anxious mood, depressed mood," and cardiovascular 
and gastrointestinal complaints. 


*BuSpar is not indicated for the treatment of primary depressive disorder. 





For Brief Summary, please see the last page of this adverti 
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(buspirone HCl) 


Tablets 5 mg and 10 mg 


A different kind of calm 


bu5par.... 
(buspirone HCl) 


Anxiolytic efficacy without 
CNS-depressant activity 


Incidence of drowsiness no greater 
than placebo 


Because BuSpar does not replace symptoms with 
sedation, patients are alert and aware as well as 
anxiety-free during their waking hours.’ 


Incidence of drowsiness reported in controlled studies involving 1,913 patients! 
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No impairment of 
motor skills 


Controlled studies show that, 
unlike diazepam, BuSpar did not 
interfere with driving skills in 
normal subjects.” 

NOTE: Patients should be cautioned about operating an automo- 


bile or using complex machinery until they are reasonably certain 
that BuSpar treatment does not affect them adversely. 








bu5par.... 
(buspirone HCl) 


Subtle onset of effect 


BuSpar relieves the symptoms of anxiety gradually 
and steadily. Generally, improvement will be 
noticeable within the first 7-10 days. 


Prescribing recommendations 


—5 mg t.i.d. 


pc 
MA 


Dosage adjustment—5 mg/day increments, 
every 2-5 days, as needed, up to 60 mg/day. P, 


Optimal daily dose—20-50 mg in divided 
doses, in most patients. 


Length of therapy— To achieve full therapeutic 
benefit from BuSpar, it is recommended that 
treatment be prescribed for at least 5-4 weeks. 


At the end of therapy 


BuSpar therapy may be discontinued by 
simply stopping administration. 


BuSpar is not a controlled substance. 





Patient selection 


BuSpar will not block the benzodiazepine withdrawal 
syndrome...therefore, the best candidates for BuSpar 
are those not currently taking benzodiazepines. 


If you elect to switch a patient 
from a benzodiazepine to BuSpar: 


1. Carefully and completely withdraw the patient from the 
benzodiazepine according to the benzodiazepine man- 
ufacturer’s instructions before initiating BuSpar therapy. 


2. Remember that benzodiazepine withdrawal symptoms, 
such as irritability, anxiety, agitation, insomnia, sweating, 
and sometimes even seizures, may occur over varying 
time periods after discontinuation. 


BuSpar...the first choice in anxiolytic therapy when 
cul Treatment requires regular dosing for more than a few days 
ví Patient functioning is key to safe and successful treatment 


M The potential for drug habituation, dependence, abuse, 
or a withdrawal syndrome is a concern 


For Brief Summary, please see following page. 
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A different kind of calm 
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Highlights of the new Psychosomatics: 

© Peer-reviewed, in-depth feature articles on 
timely subjects in medical psychiatry 

> Peer-reviewed, special review articles on 


American Psychiatric Press 
Cordially Invites You 


to Become a Subscriber to 


the New Psychosomatics 


ae 


Academy of Psychosomatic Medicine, will assume its rightful place 
in the journal community as a subscription-based, peer-reviewed 


journal of distinction. 


topics essential to clinical practice 
© Expanded case reports section 
© More book reviews 


© Comprehensive calendar of upcoming 


events 


© New, easy-to-read format 


SPECIAL OFFER: 


Reserve your subscription now and save 
more than 15% on the regular 


subscription price. 
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Subscription Order Form 


MAIL TO: Psychosomatics, American Psychiatric Press, Inc. 
1400 K Street, NW., Washington, DC. 20005 


YES! Please enter my one-year subscription (4 issues) to the new 
Psychosomatics. My payment choice is indicated below: 


Enclosed is my check in the amount of $59 (15% off the regular subscription 
price of $70), made payable to American Psychiatric Press, Inc. 





























Bill me $59. 
Charge $59 to my 


Account Number 














MasterCard 


























Expiration Date 
Signature 
Subscription price is $72 outside the U.S. 
Name 
Address = 
City State 





The first issue of your new subscription will be mailed in January 


eginning quarterly publication in 1988, Psychosomatics, the journal of the 





Zip __ 


988 


Visa © American Express 





For free listing of your organization’s official annual or regional meeting, please send us the following information: sponsor, 
location, inclusive dates, type and number of continuing education credits (if available), and the name, address, and telephone 
number of the person or group to contact for more information. All notices and changes must be received no later than 120 
days before the first day of the month of desired publication and should be addressed to Calendar, American Journal of 
Psychiatry, 1400 K St., N.W., Washington, DC 20005. Because of space limitations, only listings of meetings of the greatest 


interest to Journal readers will be included. 


NOVEMBER 





November 1—5, International Congress on Suicide, Universi- 
dade Federal do Estado de Rio de Janeiro, Rio de Janeiro. 
Contact Luis Vasquez, M.D., MILA, 38760 Northwood Dr., 
Wadsworth, IL 60083; 312-249-1900, 800-367-7378. 


November 2—5, annual meeting, American College of Emer- 
gency Physicians, San Francisco. Contact Collin C. Rorrie, 
Jr., Ph.D., Executive Director, P.O. Box 619911, Dallas, TX 
75261-9911; 214-659-0911. 


November 5—7, 11th National Conference on Correctional 
Health Care, National Commission on Correctional Health 
Care and American Correctional Health Services Assoc., 
Chicago. Contact NCCHC, 2000 North Racine, Suite 3500, 
Chicago, IL 60614; 312-528-0818. 


November 6—7, The Many Faces of Late-Life Depression, 
Boston Society for Gerontologic Psychiatry, Boston. Contact 
Sandra White, BSGP, 64 Hancock Ave., Newton, MA 
02159; 617-527-5550. 


November 6—9, annual meeting, National Rehabilitation 
Assoc., New Orleans. Contact David L. Mills, Executive 
Director, 633 S. Washington St, Alexandria, VA 22314; 
703-836-0850. 


November 7-12, annual meeting, Association of American 
Medical Colleges, Chicago. Contact Robert G. Petersdorf, 
M.D., President, One Dupont Circle, N.W., Suite 200, 
Washington, D.C. 20036; 202-828-0400. 


November 8—13, annual meeting, Association of Military 
Surgeons of the United States, Las Vegas. Contact Lt. Gener- 
al Max B. Bralliar, Executive Director, P.O. Box 104, 
Kensington, MD 20895; 301-933-2801. 


November 10—13, annual meeting, Association for Medical 
Education and Research in Substance Abuse, Rockville, Md. 
Contact AMERSA Conference Coordinator, Brown Univer- 
sity Center for Alcohol and Addiction Studies, Box G, 
Providence, RI 02912; 401-863-1109. 


November 11—15, annual meeting, American Academy of 
Medical Administrators, Las Vegas. Contact Thomas R. 
O'Donovan, Ph.D., President, Congress Bldg., Suite 525, 
30555 Southfield Rd., Southfield, MI 48076; 313-540-4310. 


November 12-13, 10th MSIS National Users Group Patient 
Tracking Conference, Suffern, N.Y. Contact Shelley Sprung, 


Conference Coordinator, Information Sciences Division, Na- 
than S. Kline Institute, Orangeburg, NY 10962; 914-359- 
0002. 


November 12-15, Assembly of District Branches, American 
Psychiatric Association, Washington, D.C. 


November 15—17, part II examinations, American Board of 
Psychiatry and Neurology, New York. Contact Stephen C. 
Scheiber, M.D., Executive Secretary, American Board of 
Psychiatry and Neurology, Inc., 500 Lake Cook Rd., Suite 
335, Deerfield, IL 60015; 312-945-7900. 


November 16—17, annual meeting, Council of Medical 
Specialty Societies, Chicago. Contact Richard S. Wilbur, 
M.D., Executive Vice-President, P.O. Box 70, Lake Forest, IL 
60045; 312-295-3456. 


November 16—17, 6th Annual Conference on Prescription 
Drug Information and Education, National Council on 
Patient Information and Education, Washington, D.C. Con- 
tact NCPIE, 1625 I St., N.W., Suite 1010, Washington, DC 
20006; 202-466-6711. 


November 16—18, annual conference, National Council on 
Family Relations, Atlanta. Contact Cynthia Winter, Confer- 
ence Coordinator, NCFR, 1910 West County Road B, Suite 
147, Roseville, MN 55113; 612-633-6933. 


November 16—20, International Conference on the Rehabili- 
tation of the Brain Injured Person—A Neuropsychological 
Perspective, Tel-Aviv, Israel. Contact The Secretariat, P.O.B. 
50006, Tel-Aviv 61500, Israel; 03-654571; Telex 341171 
KENS IL. 


November 16—21, annual meeting, Society for Neuroscience, 
New Orleans. Contact Nancy Beang, Executive Secretary, 11 
Dupont Circle, N.W., Suite 130, Washington, DC 20036; 
202-462-6688. 


November 18—22, annual meeting, American Anthropologi- 
cal Assoc., Chicago. Contact Edward J. Lahman, Executive 
Director, 1703 New Hampshire Ave., N.W., Washington, 
DC 20009; 202-232-8800. 


November 19—21, annual conference, The Common Bound- 
ary, Washington, D.C. Contact Ann Simpkinson, Conference 
Director, Common Boundary, 7005 Florida St., Chevy 
Chase, MD 20815; 301-652-9495. 
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PAMELOR 
(nortriptyline HCl) 


The active metabolite 
of amitriptyline 


All the efficacy of 
amitriptyline and 
a favorable 

side effect profile 


Because of anticholinergic activity, PAMELOR (nortriptyline 
should be used with caution in patients who have glau 
or a history of urinary retention 
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American Psychiatric Press, Inc. 


brings you 
the experts’ advice on 


GETTING TOUGH ON GATEWAY 

DRUGS: 

A Guide for the Family 

by Robert L. DuPont, Jr., M.D. 

Foreword by Ann Landers 

“Getting Tough on Gateway Drugs: A 

Guide for the Family, provides a gold 

mine of no-nonsense information.” 
Ann Landers 

ISBN 0-88048-046-7 - 6X9 + $7.95 

520 pages + paper + 1984 


DEPRESSION AND ITS TREAT- 
MENT: Help for the Nation’s 
#1 Mental Problem 

by John H. Greist, M.D., and James 
E. Jefferson, M.D. 


ISBN 0-88048-025-4 + 5'2X8% + $7.95 
128 pages « softcover - May 1984 






ANXIETY AND ITS TREATMENT: 
Help Is Available 


by John H. Greist, M.D., James W. Jefferson, M.D. 
and Isaac M. Marks, M.D. 


For people being treated for anxiety, people consid- 
ering treatment for anxiety, people wondering 
whether their anxiety needs treatment, and families 
and friends of anxiety patients. It is a quide to 
understanding anxiety, what it is and how it is treated. 


ISBN 0-88048-212-5 6X9. $14.95. 160 pages: 1986 


Strengthen Your Medical/Self-Help Section 


HOW YOU CAN HELP: A Guide 
for Families of Psychiatric 
Hospital Patients 

by Herbert S. Korpell, M.D. 

156 pages + 1984 Casebound edition: 
ISBN 0-88048-016-5 - 6X9 - $15.95 
Softcover edition: ISBN 0-88048-026-2 
6X9 + $9.95 


YOUR PHOBIA: Understand- 
ing Your Fears Through 
Contextual Therapy 

by Manuel D. Zane, M.D., and 
Harry Milt 


ISBN 0-88048-008-4 + 6X9 - $15.95 
280 pages + 1984 


The American Psychiatric 
Association's 
PSYCHIATRIC GLOSSARY 


ISBN 0-88048-027-0 + 5X8 + $7.95 
160 pages + softcover + 1984 


LAW, PSYCHIATRY, AND 
MORALITY: Essays and 
Analysis 

by Alan A. Stone, M.D. 

ISBN 0-88048-209-5 + 6X9 - $9.95 


294 pages + index + softcover - 
May 1985 


American 


sychiatric 
Press, Inc 





American Psychiatric Press, Inc. 
1400 K Street, N.W., Washington, D.C. 20005 
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REMEMBER TO WRITE “DO NOT SUBSTITUTE.” 
IT PROTECTS YOUR DECISION. 


Copyright © 1987 by Roche Products Inc. All rights reserved. The cut out "V" design is a registered trademark of Roche Products Inc 


Unlike oral antipsychotic drugs, HALDOL® haloperid 
Decanoate injection gives you the assurance that 
the patient receives the prescribed amount of 
medication for 4 weeks. Plasma levels of drug are 
sustained throughout the dosing interval,'* thus 
making it easier to assess and manage the cause q 
breakthrough symptoms. 





Sustained drug levels with 
a single monthly dose 


HALDOL DECANOATE 


(HALOPERIDOL) 





Pharmacokinetic profile 
facilitates monthly dosing 


Smooth, steady drug delivery has been shown to 
achieve efficacy equal to oral HALDOL, but at lower 
monthly doses.' The plasma concentrations of 
haloperidol gradually rise, reaching a peak at about 
6 days after the injection, and falling thereafter, with 
an apparent half-life of about 3 weeks. °® 

The side effects of HALDOL Decanoate are 
those of HALDOL. The prolonged action of 
HALDOL Decanoate should be considered in the 
management of side effects. During dose adjustment 
or episodes of exacerbation of psychotic symptoms, 
HALDOL Decanoate therapy can be supplemented 
with short-acting forms of HALDOL. It is 
recommended that patients being considered for 
HALDOL Decanoate therapy have, at some time, been 
treated with, and have tolerated well, short-acting 
HALDOL in order to exclude the possibility of 
unexpected adverse sensitivity to haloperidol. 
HALDOL Decanoate is administered only by deep 
intramuscular injection. 


) INJECTION 


Offers sustained protection 
against schizophrenic relapse 


Dependable delivery with HALDOL Decanoate helps 
provide protection for your patient to withstand the 
demands of daily life. 


References 
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equivalence. J Clin Psychopharmacol 1986;6(No. 1, Suppl):30S-378. 

. Reyntjens AJM, Heykants JJP, Woestenborghs RJH, et al: 
Pharmacokinetics of haloperidol decanoate. Int Pharmacopsychiatry 
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decanoate for neuroleptic maintenance therapy. Efficacy, dosage 
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Scand 1980,62:356-363. 

. Kissling W, Móller HJ, Walter K, et al: Double-blind comparison of 
haloperidol decanoate and fluphenazine decanoate. Effectiveness, 
side-effects, dosage and serum levels during a six months treatment 
for relapse prevention. Pharmacopsychiatry 1985;18:240-245. 

. Roose K: Haloperidol decanoate as a replacement for maintenance 
therapy with intramuscular fluphenazine decanoate in schizophrenia 
and other chronic psychoses. Acta Psychiatr Belg 1982:82:216-223. 

. Nayak RK, Doose DR, Nair NPV. The bioavailability and 
pharmacokinetics of oral and depot intramuscular haloperidol in 
schizophrenic patients (Submitted for publication). 


Please see brief summary of prescribing information on next page. 


McNEIL 
PHARMACEUTICAL 


McNEILAB, INC., Spring House, PA 1947 7 © MeN, 1987 





HALDOL DECANOATE 


(HALOPERIDOL) 


IN N 


Sustained protection 
for the schizophrenic patient 
with a single monthly dose 





The following is a brief summary only. Before Prescribing, see complete prescribing 

information in HALDOL and HALDOL Decanoate product labeling. 

Contraindications: Since the pharmacologic and clinical actions of HALDOL (haloperidol) 

Decanoate are attributed to HALDOL as the active medication, Contraindications, Warnings, and 

additional information are those of HALDOL. Some sections have been modified to reflect the 
action of HALDOL Decanoate. 

H L is contraindicated in severe toxic central nervous system depression or comatose 
states from any cause and in individuals who are hypersensitive to this drug or have Parkinson's 
disease. 

Warnings: Tardive Dyskinesia: Tardive dyskinesia, a syndrome consisting of potentially irrevers- 
ible, involuntary, dyskinetic movements may develop in patients treated with antipsychotic drugs. 
Although the prevalence of the syndrome appears to be highest among the elderly, especially 
women, it is impossible to rely upon prevalence estimates to predict, at the inception of 
antipsychotic treatment, which patients are likely to develop the syndrome. Whether antipsychotic 
drug products differ in their potential to cause tardive dyskinesia is unknown. Both the risk of 
developing tardive dyskinesia and the likelihood that it will become irreversible are believed to 
increase as the duration of treatment and the total cumulative dose of antipsychotic drugs 
administered to the patient increase. However, the syndrome can develop, although much less 
commonly, after erred brief treatment periods at low doses. There is no known treatment for 
established cases of tardive dyskinesia, although the syndrome may remit, partially or completely, 
if antipsychotic treatment is withdrawn. Antipsychotic treatment, itself, however, may suppress (or 
partially suppress) the signs and symptoms of the syndrome and thereby may possibly mask the 
underlying process. The effect that symptomatic suppression has upon the -term course of 
the syndrome is unknown. Given these considerations, antipsychotic drugs should be prescribed 
in a manner that is most likely to minimize the occurrence of tardive dyskinesia. Chronic 
antipsychotic treatment should ly be reserved for patients who suffer from a chronic illness 
that 1) is known to respond to antipsychotic drugs, and 2) for whom alternative, equally effective, 
but potentially less harmful treatments are not available or appropriate. In patients who do require 
Chronic treatment, the smallest dose and the shortest duration of treatment producing a 
satisfactory clinical response should be sought. The need for continued treatment should be 
reassessed periodically. If signs and symptoms of tardive dyskinesia appear in a patient on 
antipsychotics, drug discontinuation should be considered. However, some patients may require 
treatment despite the presence of the syndrome. (For further information about the description of 
tardive dyskinesia and its clinical detection, please refer to ADVERSE REACTIONS) 
tic Malignant Syndrome (NMS): A potentialy fatai symptom complex sometimes 
referred to as Neuroleptic Malignant Syndrome (NMS) been reported in association with 


anti tic drugs. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered 
status (including catatonic signs) and evidence of autonomic instability (irregular pulse or 
blood pressure, t ia, di is, and cardiac dysrhythmias). Additional signs may 


include elevated creatine phosphokinase, myoglobinuria (rhabdomyolysis) and acute renal failure. 
The diagnostic evaluation of patients with this Syndrome is complicated. In arriving at a diagnosis, 
it is important to identify cases where the clinical presentation includes both serious medical 
illness (e.g., pneumonia, systemic infection, etc.) and untreated or inadequately treated extrapyra- 
midal signs and symptoms (EPS). Other important considerations in the differentia! diagnosis 
include central anticholinergic toxicity, heat stroke, drug fever and primary central nervous system 
(CNS) y. The of NMS should include 1) immediate discontinuation of 
antipsychotic drugs and other drugs not essential to concurrent therapy, 2) intensive symptomatic 
treatment and medical monitoring, and 3) treatment of any concomitant serious medical problems 
for which specific treatments are available. There is no agreement about specific 
pharmacological treatment regimens for uncomplicated NMS. If a patient requires antipsychotic 
drug treatment after recovery from NMS, the potential reintroduction of drug Should be 
carefully considered. The patient should be carefully monitored, since recurrences of NMS have 
been . Hyperpyrexia and heat stroke, not associated with the above symptom complex, 
have also been reported with HALDOL. 

U: in Pregnancy: (see PRECAUTIONS - Usage in Pregnancy) Combined Use With Lithium: 
(see PRECAUTIONS - Drug Interactions). 

General: Bronchopneumonia, sometimes fatal, has followed use of antipsychotic drugs, 
including haloperidol. Prompt remedial therapy should be instituted if dehydration, hemoconcen- 
tration or reduced pulmonary ventilation occur, especially in the elderly. Decreased serum 
cholesterol and/or cutaneous and ocular chi have been reported with chemically-related 
drugs, h not with haloperidol. See PRI IONS - Information for Patients for information 
on mental a physical abilities and on concomitant use with other substances. 

Precautions: Administer cautiously to patients: (1) with severe cardiovascular disorders, due to 
the possibility of transient hypotension and/or precipitation of inal pain (if a vasopressor is 
required, epinephrine should not be used since HALDOL may its vasopressor activity and 
paradoxical further lowering of blood pressure may occur; metaraminol, phenylephrine or 
Norepinephrine should be used); (2) receiving anticonvulsant medications, with a history of 
Seizures, or with EEG abnormalities, because HALDOL may lower the convulsive threshold. If 
indicated, adequate anticonvulsant therapy should be concomitantly maintained; (3) with known 
allergies or a history of allergic reactions to drugs; (4) receiving anticoagulants, since an isolated 
instance of interference occurred with the effects of one anticoagulant (phenindione). Concomi- 
tant antiparkinson medication, if required, may have to be continued after HALDOL is discontin- 
ued because of different excretion rates; if both are discontinued simultaneously, extrapyramidal 
symptoms may occur. Intraocular pressure may increase when igi e re drugs, including 
antiparkinson drugs, are administered concomitantly with HALDOL. When HALDOL is used for 
mania in bipolar disorders, there may be a rapid mood swing to depression. Severe neurotoxicity 
— in patients with thyrotoxicosis d antipsychotic medication, including HALDOL. 
1, 5, 10 mg HALDOL tablets contain Yellow No. 5 (tartrazine) which may cause 


y A 
psychotic agents, it should be noted that HALDOL may be capable of 
i Suchas anesthetics, opiates, and alcohol. 
Carcinogenesis, Mutagenesis and Impairment of Fertility: No mutagenic potential of haloperidol 
decanoate was found in the Ames Salmonella microsomal activation assay. 

i icity studies using oral 


the highest initial daily dose for chronic or resistant patients, there was a statistically significant 


Antipsychotic drugs elevate prolactin levels; the elevation persists during chronic administra- 
tion. Tissue culture experiments indicate that approximately one-third of human breast cancers 
are prolactin dependent in vitro, a factor of potential importance if the prescription of these drugs is 
contemplated in a patient with a previously detected breast cancer. Although disturbances such 
as galactorrhea, amenorrhea, gynecomastia, and impotence have been reported, the clinical 
significance of elevated serum prolactin levels is unknown for most patients. An increase in 
mammary neoplasms has been found in rodents after chronic administration of antipsychotic 
drugs. Neither clinical studies nor epidemiologic studies conducted to date, however, have shown 
an association between chronic administration of these drugs and mammary tumorigenesis: the 
PME cle aan Gren Mg e mede atthis time. 

Usage in Pregnancy: Pregnancy Category C. use in 
esee hao not basn sstabishad; use oniy if benafit 
the fetus. 

Nursing Mothers: Infants should not be nursed during drug treatment. 

Pediatric Use: Controlled trials to establish the safety and effectiveness of intramuscular 
administration in children have not been conducted. 


nancy or in women likely to 
ly justifies potential hazards to 


É since j 
doses and disappear or become less severe when the dose is reduced. Antiparkinson drugs may 
be required. Persistent ex idal reactions have been and the drug may have to be 
discontinued in such cases. of 


of the agent, or 
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jue may be an early sign of tardive dyskinesia and if the 


led. Tardive dystonia is 
delayed 'Stonic movements, is often persistent, and has the 
potential of becoming irreversible. Other CNS Effects—insomnia, restlessness, anxiety, euphoria, 
agitation, drowsiness, depression, lethargy, headache, confusion, vertigo, grand mal seizures, and 
exacerbation of psychotic symptoms including hallucinations, and catatonic-like behavioral states 
Body Whole: pep e d ey rit ill : p EM 
as a Whole: rome perpyrexia S 
been — riod wih HALDOL. (See R for further erg pe Meng teak NMS) bie 
vascular 1 d redi yypotension. hypertension and . Hematologic Effects: 
Reports of mild, M RO transient —— and leukocytosis, venue decreases in red blood cell 
counts, anemia, or a toward lymphomonocytosis; agranu is rarely reported and 
only in association with other medication. Liver Effects: Impaired liver function and/or jaundice. 
Dermatologic Reactions: Maculopapular and acneiform reactions, isolated cases of photosensiti- 
vity, loss of hair. Endocrine Disorders: Lactation, breast , mastalgia, menstrua! 
irregularities, g ta, m ence, increased libido, d ia, h * and 
ia. Gastrointes ts: Anorexia, constipation, di , hypersalivation, dyspep- 
iting. Autonomic Reactions: Dry mouth, blurred vision, urinary retention, 


IMPORTANT: Full directions for use should be read before HALDOL or HALDOL Decanoate is 
administered or prescribed. 

For information on symptoms and treatment of overdosage, see full prescribing informa- 
tion. 


The short-acting HALDOL injectable form is intended only for acutely agitated psychotic 
patients with moderately severe to very severe symptoms. 
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McNEIL 
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McNEILAB. INC . Spring House. PA 19477 860 


Documented 
Efficacy in 
Panic Attacks 


Ativan" vs Xanax‘* (alprazolam) in reduction of 
panic episodes during six-week study' 
Mean number of panic attacks (week) 















*These data are statistically significant from baseline (p- 0.05 0 9* 


Baseline Week 1 Week 2 Week 3 Week 4 week 5 Week 6 

Xanax (N=35) (N= 35) (N » 32) (N - 30) (N - 30) (N - 28) (N=30 

Ativan (N=35) (N=35) (N=33) (N= 34) (N= 30) (N=26) (N=28 
ge dose Xanax 1.8 1.9 2.2 2.4 2.4 2.3 
ng/day) Ativan 3.6 4.1 4.9 5.4 5.7 5.9 


L4 ® 
tivan 
(lorazepam) C 
Helps keep panic attacks under control 


* As defined in Diagnostic and Statistical Manual of Mental Disorders (Third Edition, Revised). 
Used by permission of the American Psychiatric Association. 
t Xanax is a registered trademark of The Upjohn Company. 


See last page for brief summary of prescribing information. 


Ativan (lorazepam) effectively reduc 


A multicenter, double-blind, six-week study compared 
Ativan’ (N = 40) to Xanax (N = 37) in relieving symptoms of 
panic disorder as defined by DSM-III-R diagnostic criteria"? 
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2 — moderate) 05 
Xanax ATIVAN Xanax ATIVAN Xanax ATIVAN 
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FEAR OF DYING/GOING CRAZY FEELING OF UNREALITY FEELING OF DIZZINESS, 
20 OR DOING SOMETHING VERTIGO, OR UNSTEADINESS 
i UNCONTROLLED 
15 1:51 
Average 
severity 
Scale 
(0 — absent 
1=mild, 
2 = moderate) 0.5 
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ajor Symptoms of panic attacks 


Efficacy equal to Xanax in reducing the symptoms of panic attacks 


As compared to Xanax, Ativan* demonstrated equivalent reduction in individual 
symptom severity’ 


CARDIORESPIRATORY 


TROUBLE GETTING PALPITATIONS CHEST PAINS 
BREATH OR DISCOMFORT 
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aderate) 0.5 
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e ® 
Ativan 
(lorazepam) © 
Helps keep panic attacks under control 


For relief of anxiety 


Prescribe Ativan’ 


Because: 





Simple metabolism by 
conjugation, no active 
metabolites 





Clearance is not significantly 
delayed by age, liver, or kidney 
dysfunction 





Little likelihood of drug 
interactions with numerous, 


commonly prescribed medications 
(All benzodiazepines produce additive sedative 
effects when taken with alcohol or other CNS 
depressants. ) 





(lorazepam) Œ 


Specify Ativan'—maintain the 
integrity of your prescription while 
assuring your patients' therapy 


Indicate one of the following on your prescriptions, 
as appropriate to your state laws: 
® Do not substitute a Dispense as written 
& Brand necessary 8 May not substitute 
& Medically necessary ® No substitutions 

™ NDPS (no drug product selection) 


References: 1. Data on file. Wyeth Laboratories. 2. American Psychiatric Association 
Diagnostic and Statisucal Manual of Mental Disorders, ed 3 (revised) Washington. DC 
American Psychiatric Association, 1987 


€ 1987 Wyeth Laboratories 


Brief Summary of Prescribing Information. 


Indications and Usage: Management of anxiety disorders or short-term relief of 
symptoms of anxiety or anxiety associated with depressive symptoms. Anxiety or 
tension associated with stress of everyday life usually does not require treatment 
with an anxiolytic 

Effectiveness in long-term use, i.e . more than 4 menths, has not been assessed 
by systematic clinical studies. Reassess periodically usefulness of the drug for the 
individual patient 


Contraindications: Known sensitivity to benzodiazepines or acute narrow-ang e 
glaucoma 


Warnings: Not recommended in primary depressive disorders or psychoses 
As with all CNS-acting drugs, warn patients not to operate machinery or motor 
vehicles, and of diminished tolerance for alcohol and other CNS depressants 
Physical and Psycholcgical Dependence: Withdrawal symptoms like those 
noted with barbiturates and alcohol have occurred following abrupt discontinu- 
ance of benzodiazepines (including convulsions, tremor, abdominal and muscle 
cramps, vomiting and sweating). Addiction-prone individuals, e.g. drug addicts 
and alcoholics, should be under careful surveillance when on benzodiazepines 
because of their predisposition to habituation and dependence. Withdrawal 
symptoms have also been reported following abrup: discontinuance of benzo- 
diazepines taken continuously at therapeutic levels for several months 


Precautions: In depression accompanying anxiety, consider possibility for 
Suicide 

For elderly or debilitated patients, initial daily dosage should not exceed 2mg to 
avoid oversedation. Terminate dosage gradually since abrupt withdrawal of any 
antianxiety agent may result in symptoms like those being treated: anxiety, agita- 
tion, irritability, tension, insomnia and occasional convulsions. Observe usual 
precautions with impaired renal or hepatic function. Where gastrointestinal or car- 
diovascular disorders coexist with anxiety, note that lorazepam has not been 
shown of significant benefit in treating gastrointestinal or cardiovascular compo- 
nent. Esophageal dilation occurred in rats treated with lorazepam for more than 
1 year at 6mg/kg/day. No effect dose was 1.25mg/ka/day (about 6 times maxi- 
mum human therapeutic dose of 10mg/day). Effect was reversible only when treat- 
ment was withdrawn within 2 months of first observation. Clinical significance is 
unknown; but use of lorazepam for prolonged periods and in geriatrics requires 
caution and frequent monitoring for symptoms of upper G.I. disease. Safety and 
effectiveness in children under 12 years have not been established 


ESSENTIAL LABORATORY TESTS: Some patients have developed leukopenia; 
some have had elevations of LDH. As with other benzodiazepines, periodic blood 
counts and liver function tests are recommended during long-term therapy. 


CLINICALLY SIGNIFICANT DRUG INTERACTIONS: Benzodiazepines produce 
CNS depressant effects when administered with such medications as barbiturates 
or alcohol 


CARCINOGENESIS AND MUTAGENESIS: No evidence of carcinogenic potentia: 
emerged in rats during an 18-month study. No studies regarding mutagenesis 
have been performed 


PREGNANCY: Reproductive studies were performed in mice, rats, and 2 strains of 
rabbits. Occasional anomalies (reduction of tarsals, tibia, metatarsals, malrotated 
limbs, gastroschisis, mal'ormed skull and microphthalmia) were seen in drug- 
treated rabbits without re ationship to dosage. Although all these anomalies were 
not present in the concurrent contro! group, they have been reported to occur 
randomly in historical controls. At 40mg/kg and higher, there was evidence of fetal 
resorption and increased fetal loss in rabbits which was not seen at lower doses 
Clinical significance of these findings is not known However, increased risk of 
congenital malformations associated with use of minor tranquilizers (chlordiaze- 
poxide, diazepam and meprobamate) during first trimester of pregnancy has 
been suggested in several studies. Because use of these drugs is rarely a matter 
of urgency, use of lorazepam during this period shouid almost always be avoided 
Possibility that a woman of child-bearing potential may be pregnant at institution of 
therapy should be consicered. Advise patients if they become pregnant to com- 
municate with their physician about desirability of discontinuing the drug. In 
humans, blood levels from umbilical cord blood indicate placental transfer of 
lorazepam and its glucuronide 


NURSING MOTHERS: It is not known if oral lorazepam is excreted in human milk 
like other benzodiazepines. As a general rule, nursing should not be undertaken 
while on a drug since many drugs are excreted in milk 


Adverse Reactions, if they occur, are usually observed at beginning of therapy 
and generally disappear on continued medication oron decreasing dose. In a 
sample of about 3,500 anxious patients, most frequent adverse reaction is seda- 
tion (15.996), followed by dizziness (6.996), weakness (4.296) and unsteadiness 
(3.496). Less frequent are disorientation, depression, nausea, change in appetite 
headache, sleep disturbance, agitation, dermatological symptoms, eye function 
disturbance, various gastrointestinal symptoms and autonomic manifestations 
Incidence of sedation and unsteadiness increased with age. Small decreases in 
blood pressure have been noted but are not clinically significant. probably being 
related to relief of anxiety. 

Transient amnesia or memory impairment has been reported in association with 
the use of benzodiazepines 


Overdosage: In management of overdosage with any drug, bear in mind multiple 
agents may have been taken. Manifestations of overaosage include somnolence 
confusion and coma. Induce vomiting and/or undertake gastric lavage followed by 
general supportive care, monitoring vital signs and close observation. Hypoten- 
sion, though unlikely, usually may be controlled with Levarterenol Bitartrate 
Injection U.S.P. Usefulness of dialysis has not been determined 
DOSAGE: Individualize for maximum beneficial effects. Increase 
dose gracually when needed, giving higher evening dose 
before increasing ume doses. Anxiety, usually 2-3mg/ 
P ai . day given b.i.d. or t.i.d.; dosage may vary from 1 to 10mg/ 
day in divided doses. For elderly or debilitated, initially 
1-2mg/day; insomnia due to anxiety or transient situational 
JI stress, 2-4mg h.s. 
i ® 
The appearances of Ativan tablets are 
registered trademarks of Wyeth Laboratories 


HOW SUPPLIED: 0.5, 1.0 and 2.0mg tablets. 


Wyeth Laboratories 


Philadelphia. PA 19101 


Books Received 


The Gospel According to Woman: Christianity’s Creation of the Sex 
War in the West (1986), by Karen Armstrong. Garden City, N.Y., 
Anchor Press (Doubleday & Co.), 1987, 352 pp., $17.95. 

Communication and Cognition in Normal Aging and Dementia, by 
Kathryn A. Bayles, Ph.D., and Alfred W. Kaszniak, Ph.D., with 
the assistance of Cheryl K. Tomoeda, M.S. Boston, College-Hill 
(Little, Brown and Co.), 1987, 368 pp., $29.50. 

How to Persuade Your Lover to Use a Condom ... and Why You 
Should, by Patti Breitman, Kim Knutson, and Paul Reed. Rocklin, 
Calif., Prima Publishing and Communications, 1987, 81 pp., 
$4.95 (paper). 

The Elderly Uncooperative Patient (1986), edited by T. L. Brink. 
New York, Haworth Press, 1987, 188 pp., $24.95. 

Dual Disorders: Counseling Clients With Chemical Dependency and 
Mental Illness, by Dennis C. Daley, M.S.W., Howard Moss, 
M.D., and Frances Campbell, M.S.N. Center City, Minn., Hazel- 
den, 1987, 141 pp., no price listed (paper). 

An Introduction to Clinical Psychiatry, 4th ed., by Brian Davies, 
M.D., F.R.C.P., F.R.A.C.P., F.A.N.Z.C.P., F.R.C. Psych., and 
Graham Burrows, M.D., F.A.N.Z.C.P., F.R.C. Psych. Melbourne, 
Melbourne University Press (Portland, Ore., International Special- 
ized Book Services, distributor), 1986, 190 pp., $17.95. 

The Fantasy Bond: Effects of Psychological Defenses on Interper- 
sonal Relations (1985), by Robert W. Firestone, Ph.D., in collab- 
oration with Joyce Catlett, M.A. New York, Human Sciences 
Press, 1987, 397 pp., $14.95 (paper). 

Mental Health and the Environment, edited by Hugh Freeman, 
M.Sc, M.A., B.M., B.Ch., F.R.C. Psych., D.P.M. New York, 
Churchill Livingstone, 1984, 469 pp., $69.00. 

The Letters of Sigmund Freud and Arnold Zweig (1970), edited by 
Ernst L. Freud; translated by Elaine and William Robson-Scott. 
New York, New York University Press (Columbia University 
Press, distributor), 1987, 184 pp., $30.00; $15.00 (paper). 

Hyperactivity, the So-Called Attention-Deficit Disorder, and the 
Group of MBD Syndromes, by Richard A. Gardner, M.D. Cress- 
kill, N.J., Creative Therapeutics, 1987, 191 pp., $15.00. 

Dreams in New Perspective: The Royal Road Revisited, edited by 
Myron L. Glucksman, M.D., and Silas L. Warner, M.D. New 
York, Human Sciences Press, 1987, 147 pp., $24.95. 

Modern Applied Psychology, by Arnold P. Goldstein and Leonard 
Krasner. New York, Pergamon Press, 1987, 271 pp., $35.00; 
$11.95 (paper). 

"Treatment of Depression: An Interpersonal Systems Approach, by 
Ian H. Gotlib and Catherine A. Colby. New York, Pergamon 
Press, 1987, 179 pp., $21.50; $11.95 (paper). 

Child Psychiatry: A Developmental Approach, by Philip Graham. 
New York, Oxford University Press, 1986, 449 pp., $49.95; 
$24.95 (paper). 


Mental Health Counseling: Theory and Practice, by David B 
Hershenson and Paul W. Power. New York, Pergamon Press 
1987, 383 pp., $40.50; $17.50 (paper). 

Reality Orientation for the Elderly, 3rd ed., by Sylvester Kohut, Jr.. 
Ph.D., Jeraldine J. Kohut, R.N.. M.A. N.H.A., and Joseph J 
Fleishman, Ph.D. Oradell, N.J., Medical Economi.s, 1987, 14* 
pp., $8.95 (paper). 

The Voices of Robby Wilde, by Elizabeth Kytle. Washington, D.C.. 
Seven Locks Press, 1987, 329 pp., $17.95. 

Handbook of Schizophrenia, vol. 1: The Neurology cf Schizophre 
nia, edited by Henry A. Nasrallah and Daniel à. Weinberger 
Henry A. Nasrallah, editor-in-chief. New York, E'sevier, 1986 
406 pp., $92.50. 

Advice for Life: A Woman's Guide to AIDS Risks and Prevention. A 
National Women's Health Network Guide, by Chris Norwood. 
New York, Pantheon, 1987, 172 pp., $5.95 (paper). 

Occupational Therapy in Mental Health: A Guide to Outcomes 
Research, edited by Patricia C. Ostrow and Kethy L. Kaplan 
Rockville, Md., American Occupational Therapy Association 
1987, 339 pp., $32.50 (paper). 

'The Heart of History: Individuality in Evolution, by John Wei- 
Perry. Albany, State University of New York Press, 1987, 238 pp., 
$39.50; $12.95 (paper). 

Dementia, edited by Brice Pitt, M.D., F.R.C. Psych. New York. 
Churchill Livingstone (White Plains, N.Y., Longman, distributor) 
1987, 335 pp., $75.00. 

Self-Help Organizations and Professional Practice, by Thomas J 
Powell. Silver Spring, Md., National Association of Social Work 
ers, 1987, 358 pp., $16.95 (paper). 

Psychology as a Profession: Foundations of Practice, by Walter B 
Pryzwansky and Robert N. Wendt. New York, Pergamon Press. 
1987, 181 pp., $21.50; $11.95 (paper). 

History of Anthropology, vol 4: Malinowski, Rivers, Benedict anc. 
Others. Essays on Culture and Personality, edited sy George W 
Stocking, Jr. Madison, University of Wisconsin Press, 1986, 24" 
pp. $25.00. 

Pre- and Perinatal Psychology: An Introduction, ed ted by Thoma. 
R. Verny, M.D., D. Psych., F.R.C.P.(C.). New York, Humar 
Sciences Press, 1987, 291 pp., $36.95. 

The Complicated Medical Patient: New Approaches to Psychomedi 
cal Syndromes, by John I. Walker, M.D., James Trig Brown. 
M.D., and Harry A. Gallis, M.D. New York, Human Science, 
Press, 1987, 287 pp., $39.95. 

Handicapped Children and Youth: A Comprehensive Communit. 
and Clinical Approach, edited by Helen M. Wallace, M.D.. 
M.P.H., Robert F. Biehl, M.D., M.P.H., Allan C. Oglesby, M.D., 
M.P.H., and Lawrence T. Taft, M.D. New York, Human Sciences 
Press, 1987, 369 pp., $36.95. 
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e 20Symposia € 50Workshops € 13 Roundtables € 
€ 6 Joint Sessions with allied professional groups € 
€ Videofest € Exhibits € Networking € 


Integrating Psychodynamic Pharmacologic Treatment Tecb- 
niques— Morton E Reiser, Lynn W Reiser * The Family's Perspec- 
tive in Treating the Chronically Mentally Ill—Donaid J. 
Richardson * Working with the Homeless Mentally Ill —John A. 
Talbott ° Non-Coital Human Reproduction—George J. Annas 

* Confronting AIDS—John A. Bonnage, Stuart E. Nichols, Jr., 
Francisco Fernandez * Evolving Standards for JCAH Accredita- 
tion — Boris M. Astrachan, Paul M. Schyve * Child Abuse— Carol 
C. Nadelson, Lawrence Hartmann, Eli H. Newberger, Carolyn M. 
Newberger, Elissa Benedek * New Frontiers in Psychiatric 
Research—Herbert Pardes * Diagnosis and Treatment of Border- 
line Patients—John G. Gunderson * Prevention of Homicide 





AIDS * Substance Abuse * Families and the Mentally Ill * 
The Homeless * Child Abuse * Violence * Liaison Psychi- 
atry * Nurse Recruitment * Dual Diagnosis * Geriatrics + 
Post-Iraumatic Stress Disorder * Rigbt to Refuse Treatment * 






SYMPOSIA 


WORKSHOP & ROUNDTABLE TOPICS 


Schizophrenia * Quality Assurance * Problem Kids * The VA 


Psychiatry * CMHCs + The Medical Record * Adolescents 





—Carl C. Bell * Trends in Adolescent Treatment—Lee Combrinck- 
Graham, Harold A. Goolishian * Involuntary Commitment, the 
Insanity Defense and Diminished Ccpacity—Stephen J. 
Morse * Imaging-—Nancy C. Andreasen ° Psychopharmacol- 
ogy Update—Theodore Van Putten * Treating Chronic Patients 
in the Private Sector—Shervert H. Frazier * Treating the 
Chronic Patient in an HMO—Judith Feldman * DSM-III or 
DSM-III-R—PaulJ. Fink * Cocaine, Other Drugs, and Alcobol— 
Mark S. Gold * State of the Art Emergency Psychiatry 1987 — 
Andrew E. Slaby * Mock Court—Elissa Benedek * Oppor- 
tunities and Challenges for Psychiatrists and Psychiatry 
—George H. Pollock, President, American Psychiatric Association 





* Depression * The Nurse-Physician Team: * Chronic Patient 
* Eating Disorders « Burnout * Case Management * Forensic 
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her family life 


In the treatment of 
depression, 18 invaluable 
years of unsurpassed 
effectiveness and safety. 
The very picture 

of proven performance. 


SINEQUAN 


(ee sesiaQ - 
Helps save wha 
matters most 


" he redii cone consue t Seng is intended for maintenance therapy only and is not recommended for 
nitiation 
Please see pon summary of SINEQUAN® (doxepin HCI) prescribing information 
on following page. 
© 1987, Ptizer inc. 





BRIEF SUMMARY 
SINEQUAN® (doxepin HCl) Capsules/Oral Concentrate 
Indications. SINEQUAN is recommended for the treatment of: 

1. Psychoneurotic patients with depression and/or anxiety. 

2. Depression and/or anxiety associated with alcoholism (not to be taken concomitantly with 
alcohol). 

3. Depression and/or anxiety associated with organic disease (the possibility of drug interaction 
should be considered f the patient is receiving other drugs concomitantly) 

4. Psychotic depressive disorders with associated anxiety including involutional depression and 
manic-depressive disorders 

The target symptoms of psychoneurosis that respond particularly well to SINEQUAN include anxiety, 
tension, depression, somatic symptoms and concerns, sleep disturbances, guilt, lack of energy, fear, 
apprehension and worry. 

Clinical experience has shown that SINEQUAN is safe and well tolerated even in the elderly patient 
Owing to lack of clinical experience in the pediatric population, SINEQUAN is not recommended for use 
in children under 12 years of age. 

Contraindications. SINEQUAN is contraindicated in individuals who have shown hypersensitivity to the 
drug. Possibility of cross sensitivity with other dibenzoxepines should be kept in mind 

SINEQUAN is contraindicated in patients with glaucoma or a tendency to urinary retention. These 
disorders should be ruled out, particularly in older patients 
Warnings. The once-a-day dosage regimen of SINEQUAN in patients with intercurrent illness or 
patients taking other medications should be carefully adjusted. This is especially important in patients 
receiving other medications with anticholinergic effects 

Usage in Geriatrics: The use of SINEQUAN on a once-a-day dosage regimen in geriatric patients 
should be adjusted carefully based on the patient's condition 

Usage in Pregnancy: Reproduction studies have been performed in rats, rabbits, monkeys and dogs 
and there was no evidence of harm to the animal fetus. The relevance to humans is not known. Since 
thereis no experience in pregnant women who have received this drug, safety in pregnancy has not been 
established. There are no data with respect to the secretion of the drug in human milk and its effect on 
the nursing infant 

Usage in Children: The use of SINEQUAN in children under 12 years of age is not recommended 
because safe conditions for its use have not been established 

MAO Inhibitors: Serious side effects and even death have been reported following the concomitant 
use of certain drugs with MAO inhibitors. Therefore, MAO inhibitors should be discontinued at least two 
weeks prior to the cautious initiation of therapy with SINEQUAN. The exact length of time may vary and 
is dependent upon the particular MAO inhibitor being used, the length of time it has been administered, 
and the dosage involved 

Usage with Alcohol: It should be borne in mind that alcohol ingestion may increase the danger 
inherent in any intentional or unintentional SINEQUAN overdosage. This is especially important in 
patients who may use alcohol excessively. 

Precautions. Since drowsiness may occur with the use of this drug, patients should be warned of the 
possibility and cautioned against driving a car or operating dangerous machinery while taking the drug 
Patients should also be cautioned that their response to alcohol may be potentiated 

Since suicide is an inherent risk in any depressed patient and may remain so until significant 
improvement has occurred, patients should be closely supervised during the early course of therapy 
Prescriptions should be written for the smallest feasible amount 

Should increased symptoms of psychosis or shift to manic symptomatology occur, it may be 
necessary to reduce dosage or add a major tranquilizer to the dosage regimen 
Adverse Reactions. NOTE: Some of the adverse reactions noted below have not been specifically 
reported with SINEQUAN use. However, due to the close pharmacological similarities among the 
tricyclics, the reactions should be considered when prescribing SINEQUAN 

Anticholinergic Effects: Dry mouth, blurred vision, constipation, and urinary retention have been 
reported. If they do not subside with continued therapy, or become severe, it may be necessary to 
reduce the dosage. 

Central Nervous System Effects: Drowsiness is the most commonly noticed side effect. This tends to 
disappear as therapy is continued. Other infrequently reported CNS side effects are confusion, disorien- 
tation, hallucinations, numbness, paresthesias, ataxia, and extrapyramidal symptoms and seizures 

Cardiovascular: Carciovascular effects including hypotension and tachycardia have been reported 
occasionally. 

Allergic: Skin rash, edema, photosensitization, and pruritus have occasionally occurred 

Hematologic. Eosinophilia has been reported in a few patients. There have been occasional reports of 
bone marrow depression manifesting as agranulocytosis, leukopenia, thrombocytopenia, and purpura 

Gastrointestinal: Nausea, vomiting, indigestion, taste disturbances, diarrhea, anorexia, and aph- 
thous stomatitis have been reported. (See anticholinergic effects.) 

Endocrine: Raised or lowered libido, testicular swelling, gynecomastia in males, enlargement of 
breasts and galactorrhea in the female, raising or lowering of blood sugar levels, and syndrome of 
inappropriate antidiuretic hormone have been reported with tricyclic administration 

Other: Dizziness, tinnitus, weight gain, sweating, chills, fatigue, weakness, flushing, jaundice, 
alopecia, and headache have been occasionally observed as adverse effects 

Withdrawal Symptoms: The possibility of development of withdrawal symptoms upon abrupt cessa- 
tion of treatment after prolonged SINEQUAN (doxepin HC!) administration should be borne in mind 
These are not indicative of addiction and gradual withdrawal of medication should not cause these 
symptoms. 

Dosage and Administration. For most patients with illness of mild to moderate severity, a starting daily 
dose of 75 mg is recommended. Dosage may subsequently be increased or decreased at appropriate 
intervals and according to individual response. The usual optimum dose range is 75 mg/day tc 150 mg/day. 

In more severely ill patients higher doses may be required with subsequent gradual increase to 
300 mg/day if necessary. Additional therapeutic effect is rarely to be obtained by exceeding a dose of 
300 mg/day. 

In patients with very mild symptomatology or emotional symptoms accompanying organic disease, 
lower doses may suffice. Some of these patients have been controlled on doses as low as 25-50 mg/day. 

The total daily dosage of SINEQUAN may be given on a divided or once-a-day dosage schedule. If the 
once-a-day schedule is employed the maximum recommended dose is 150 mg/day. This dose may be 
given at bedtime. The 150 mg capsule strength is intended for maintenance therapy only and is not 
recommended for initiation of treatment. 

Anti-anxiety effect is apparent before the antidepressant effect. Optimal antidepressant effect may not 
be evident for two to three weeks. 

Overdosage. 
A. Signs and Symptoms 

1. Mild: Drowsiness, stupor, blurred vision, excessive dryness of mouth 

2. Severe: Respiratory depression, hypotension, coma, convulsions, cardiac arrhythmias and 
tachycardias 

Also: urinary retention (bladder atony), decreased gastrointestinal motility (paralytic ileus), hyper- 
thermia (or hypothermia), hypertension, dilated pupils, hyperactive reflexes 
B. Management and Treatment 

1. Mild: Observation and supportive therapy is all that is usually necessary 

2. Severe: Medical management of severe SINEQUAN overdosage consists of aggressive supportive 
therapy. If the patient is conscious, gastric lavage, with appropriate precautions to prevent pulmonary 
aspiration, should be performed even though SINEQUAN is rapidly absorbed. The use of activated 
Charcoal has been recommended, as has been continuous gastric lavage with saline for 24 hours or 
more. An adequate airway should be established in comatose patients and assisted ventilation used if 
necessary. EKG monitoring may be required for several days, since relapse after apparent recovery has 
been reported. Arrhythmias should be treated with the appropriate antiarrhythmic agent. It has been 
reported that many of tne cardiovascular and CNS symptoms of tricyclic antidepressant poisoning in 
adults may be reversed by the slow intravenous administration of 1 mg to 3 mg of physostigmine 
salicylate. Because physostigmine is rapidly metabolized, the dosage should be repeated as required 
Convulsions may respond to standard anticonvulsant therapy, however, barbiturates may potentiate any 
respiratory depression. Dialysis and forced diuresis generally are not of value in the management of 
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Alterations in Immunocompetence During 
Stress, Bereavement, and Depression: 
Focus on Neuroendocrine Regulation 


Joseph R. Calabrese, M.D., Mitchel A. Kling, M.D., and Philip W. Gold, M.D. 





There is now clear evidence that stress, 
bereavement, and depression can compromise 
specific components of the immunologic apparatus. 
The first part of this paper gives an overview of 
fundamental immunology and is followed by a 
review of the patterns, possible causes, and potential 
clinical implications of abnormal immunoregulation. 
After a discussion of the immunomodulating 
properties of glucocorticoids, the authors conclude 
with an overview of the many factors that mediate 
the complex interdependence between immunologic 
function, the brain, and neuroendocrine regulation. 

(Am J Psychiatry 1987; 144:1123-1134) 





he last decade has produced a series of studies 

which indicate that psychological stress and psy- 
chiatric illness can compromise immunologic function. 
Hence, these studies suggest that psychological state 
may influence susceptibility to illness and/or its course 
and prognosis. In addition, a growing body of evidence 
suggests that the humoral concomitants of the immune 
response can gain access to and affect CNS function 
and, possibly, behaviors that might be adaptive during 


illness. The mechanisms by which psychological state . 


influences immunologic function have not been defi- 
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nitely elucidated, although several have been sug- 
gested. In this paper, we begin with a brief overview of 
the structure and components of the immunologic 
system and then give a more detailed description of the 
actual function and interrelationship of these compo- 
nents. This overview is provided in an attempt to place 
in context the growing body of data that link psycho- 
logical functioning and immunologic reactivity. 


OVERVIEW OF THE IMMUNOLOGIC APPARATUS 


A major function of the immune system is to distin- 
guish “self” from ‘“‘nonself” with extraordinary speci- 
ficity. This capacity must occur in the context of an 
ability to respond to invasion by foreign antigens 
without disrupting central homeostatic mechanisms. 
Accomplishing this task has required the evolution of 
an exceptionally complex system of cellular and hu- 
moral components. Classically, immunologists have 
subdivided the immunologic apparatus into systems 
subserving cellular (1) and humoral immunity (2). 
Cellular immunity is now believed to be principally 
mediated by lymphocytes acting directly on an invad- 
ing antigen, while humoral immunity is thought to be 
rendered by lymphocytes which produce antibodies 
that circulate systemically (3). Other immunologic 
functions are ascribed to phagocytic cells, such as 
neutrophils, monocytes, macrophages, and the com- 
plement system. Over the last 10 years, the boundaries 
between humoral and cellular subdivisions of the 
immune response have become less distinct as each 
component has been shown to be intimately dependent 
on the other. More recently, complex and crucial 
interactions between lymphocytes and phagocytic cells 
have also been elucidated in great detail. 

The organs of the immune system that respond to 
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FIGURE 1. Ontogeny of Immunocytes, Showing Differentiation of Precursor Cells Into Immunocompetent Cells 
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antigenic challenge are called lymphoid organs and 
include the bone matrow, thymus, lymph nodes, 
spleen, tonsils, appendix, and clumps of lymphoid 
tissue iri the small intestines known as Peyer’s patches. 
The primary lymphoid organ is the bone marrow; 
which produces stem cells for both the lymphoid and 
nonlymphoid (phagocytic) immunocytes (figure 1). 
Lymphoid stem cells give rise to two major subdivi- 
sions of lymphocytes, depending on which lymphoid 
organ serves as the site in which they mature. The cells 
of one major subdivision, the T lymphocytes, mature 
in the thymus (4), where they differentiate under the 
control of a group of soluble mediators called thymo- 
sins into at least two major functional subsets (helper 
T cells and suppressor T cells) (5). The T lymphocytes 
mediate what had classically been termed cell-medi- 
ated immunity (1). Lymphoid stem cells that mature in 
the boné marrow are called B lymphocytes (6); their 
designation as B lymphocytes reflects the fact that early 
studies done in avian species showed that analogous 
cells mature in the bursa of Fabriciüs (7), a structure 
with no known analogy in humans. Nonlymphoid 
stem cells mature in various loci, including the bone 
marrow, the systemic circulation, and various tissue 
sites; those which mature in bone marrow and the 
systemic circulation are called monocytes and granu- 
locytes. Monocytes further differentiate into macro- 
phages when they become fixed in tissues (figure 1). 
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Immunologic Functions Mediated by B Lymphocytes 


The activation of B lymphocytes results in their 
growth and differentiation into two cell lineages. One 
of these transformations results in mature antibody- 
secreting plasma cells; this differentiation, which oc- 
curs under the control of helper T cell-secreted “B cell 
differentiation factor," illustrates the interdependence 
between B and T lymphocyte systems (8) (figure 2). 
Some activated B cells, however, do not undergo 
plasma cell differentiation; instead, they turn into 
resting, nondividing cells called memory B cells, which 
upon a second exposure to the same antigen rapidly 
differentiate into antigen-specific plasma cells. All of 
the antibodies generated from a given clone of B 
cell-dependent plasma cells have identical molecular 
structure (9). 

Classically, immunologic functions mediated by B 
lymphocytes (humoral or antibody-mediated immu- 
nity) have been thought to confer protection against 
encapsulated bacteria, to neutralize toxins produced 
by bacteria, to prevent viral reinfection, and to carry 
out immediate allergic reactions, such as anaphylaxis 
and asthma (10). Typically, antibodies are unable to 
penetrate cells, so intracellular bacteria and viruses are 
not susceptible to their effects (11). Although anti- 
body-mediated immunity has not been thought to play 
a primary role in conferring protection against intra- 
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FIGURE 2. Cellular and Humoral Components of Immunity? 
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cellular viruses and fungal agents or in tumor cell 
surveillance, it plays an adjunctive role in the immune 
processes directed against these foreign antigens (11). 

Plasma cells produce five classes of antibodies, or 
immunoglobulins (Ig): IgG, IgM, IgA, IgE, and IgD. 
These classes differ in structure, in their sites of origin, 
and, in some instances, in their mode of conferring 
immunocompetence (12). For instance, IgG, the major 
circulating antibody, enters most tissue spaces and 
functions by coating microorganisms, a process called 
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opsonization (12). This makes it possible for polymor- 
phonuclear neutrophils and macrophages to recognize, 
engulf, and destroy foreign antigens such as bacteria. 
IgM is confined to the vascular compartment, usually 
assuming star-shaped pentameric clusters, and is capa- 
ble of directly annihilating bacteria. Both IgG and lgM 
can activate the first component of the classical com- 
plement pathway. This system is composed of about 
20 circulating proteins (13). Activation of the first 
component leads to sequential activation of a cascade 


1125 





ALTERATIONS IN IMMUNOCOMPETENCE 


of 20 proteins, which ultimately promote direct lysis of 
microorganisms. Some of the components of the sys- 
tem facilitate phagocytosis through the opsonization 
of foreign antigens, while other components mediate 
chemotaxis, a process by which circulating phagocytes 
are attracted to sites of infection. Still other compo- 
nents are involved in the release of histamine during 
acute anaphylaxis. 

IgA concentrates in body fluids like tears, saliva, and 
secretions of the respiratory and gastrointestinal tracts, 
functioning to protect these mucosal entrances to the 
body. Although their mechanisms of action are un- 
known, they are thought to act as a barrier, denying 
microorganisms access to mucosa rather than being 
involved in direct killing (14). IgE attaches itself to 
foreign antigens (allergens) and then to the surface of 
specialized tissue cells known as basophils and mast 
cells (15). This causes mast cells and basophils to 
release such intracellular amines as histamine, slow- 
reacting substance of anaphylaxis, and prostaglandins 
of the E series; these substances and others mediate 
acute hypersensitivity (15). Little is known about IgD, 
which is present on B cell surfaces and is thought to 
facilitate the process of lymphocyte activation by an 
unknown mechanism. 


Immunologic Functions Mediated by T Lymphocytes 


T lymphocytes have been classically distinguished 
from B lymphocytes on the basis of where they mature 
and the manner in which sheep red blood cells aggre- 
gate around them in vitro, forming a rosette pattern 
(16). Moreover, in contrast to B cells, which confer 
immunity indirectly by humoral secretion (i.e., anti- 
bodies), T cells confer immunity directly by cell- 
antigen interaction (cell-mediated immunity). It has 
been recently learned, however, that T cells also pro- 
duce humoral mediators of immunity known as lym- 
phokines (interferon, interleukin-2, B cell differentia- 
tion factor, etc.). Independent of B cells and their 
antibody products, T cells confer protection against 
viral and fungal infections, reject grafts of foreign 
tissue, cause delayed hypersensitivity reactions, and 
fight tumor growth. 

On the basis of the presence of cell surface antigens 
measured by monoclonal antibody techniques, two 
major subsets of T lymphocytes were initially identi- 
fied: helper and suppressor T lymphocytes (figure 2). 
The names “helper” and “suppressor” refer to their 
roles in both antibody synthesis and delayed hypersen- 
sitivity (the latter being the in vivo manifestation of 
cellular immunity that leads to tissue injury, e.g., 
granulomatous disease). Helper T lymphocytes are 
designated CD4* (17) and, with the exception of 
providing the effector cells for delayed hypersensitiv- 
ity, confer their immunologic effects by helping mac- 
rophages and other T or B lymphocytes. For instance, 
helper T cells produce lymphokines called B cell 
growth and differentiation factors, which promote the 
differentiation of B cells into plasma cells, and the 
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secretion of antibody (8) (figure 2). They also produce 
another lymphokine called interleukin-2 (previously 
known as T cell growth factor), which assists in the 
development of cytotoxic T and suppressor T cells 
(18). Because helper cells perform many important 
functions, it is not surprising that a disease as lethal as 
acquired immune deficiency syndrome (AIDS) repre- 
sents a specific defect in helper T cell function (19). For 
this reason, ongoing therapeutic trials for AIDS are 
evaluating the potential benefit of administration of 
interleukin-2, a helper T cell-secreted lymphokine. 

Suppressor T cells are designated CD8* (17) and, by 
less well understood "suppressor factor(s)," are be- 
lieved to block the differentiation of B cells into plasma 
cells and the activity of helper T cells in delayed 
hypersensitivity (20). In so doing, they "turn off" 
antibody-mediated immunity, serving as important 
counterregulatory immune modulators; hence, defec- 
tive autoantigen-specific suppressor T cell function has 
been implicated in the pathophysiology of autoim- 
mune disease (21). 

A proper balance between help and suppression 
appears necessary for the regulation of antibody syn- 
thesis and the control of delayed hypersensitivity. 
Although suppressor T cells do not have cytotoxic 
properties, a second major subset of T lymphocytes, 
cytotoxic T cells (also designated CD8*), exists and 
does have direct killing potential (22). Cytotoxic T 
cells constitute the effector cells that respond to specific 
antigens to confer antiviral, antitumor protection and 
to mediate the transplant rejection phenomena (23); 
they are the targets of immunosuppressive agents used 
after transplant surgery. As expected, patients receiv- 
ing immunosuppressive therapy have an increased inci- 
dence of de novo malignancies, particularly skin can- 
cers and Epstein-Barr virus-induced lymphomas (24). 

Recently, a subpopulation of non-B, non-T lym- 
phoid cells has been identified. These naturally occur- 
ring cells appear as large, granular lymphocytes and 
constitute about 5% of peripheral white blood cells, 
many appearing as atypical lymphocytes seen in pe- 
ripheral smear. Other names for these cells are null 
cells (non-T, non-B) and natural killer cells (25). Like 
cytotoxic T cells, natural killer cells attack and destroy 
tumor cells and virus-infected cells. However, in con- 
trast to cytotoxic T cells, whose function requires 
recognition of specific viral or tumor antigens, natural 
killer cells can attack tumor cells and virus-infected 
cells directly, without prior antigen interaction. This 
direct cytotoxic property is believed to be in part 
mediated by natural killer cell secretion of the lympho- 
kine interferon (26). For this reason, interferon has 
been administered in clinical trials to patients with 
various malignancies (27). 


Other White Blood Cells Involved in Cell-Mediated 
Immunity 


In addition to the lymphocytes we have described, 
other cells not in the lymphocyte series play important 
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roles in cell-mediated immunity. These cells are phago- 
cytic in nature and are subdivided into two categories 
based on morphology: polymorphonuclear and mono- 
nuclear phagocytes. Polymorphonuclear phagocytes 
are circulating cells that recognize, ingest, and destroy 
foreign antigens. Polymorphonuclear neutrophils, eo- 
sinophils, and basophils are examples of these cells; 
they are also called granulocytes, because they contain 
granules filled with potent enzymes that enable them to 
digest microorganisms and contribute to inflammatory 
and allergic reactions (28). 

Mononuclear phagocytes constitute the reticuloen- 
dothelial system and are composed of monocytes and 
macrophages. Macrophages have at least three impor- 
tant functions. The first of these is to kill pathogens 
after either unenhanced or enhanced phagocytosis. 
The second is to recognize, process, and present anti- 
gens to helper T cells (29). Macrophages accomplish 
this task by ingesting the antigens and then incorpo- 
rating the antigenic determinants of the pathogen into 
the structure of their own cell surface for presentation 
to helper T cells (29). Macrophages accomplish their 
third immunologic function by assisting in T lympho- 
cyte activation through their secretion of interleukin-l, 
a lymphokine also known as T cell activating factor or 
lymphocyte activating factor (30) (figure 2). Mononu- 
clear phagocytes that circulate are called monocytes. 
These cells are derived from monoblasts and promono- 
cytes in the bone marrow and become macrophages 
when they become fixed or immobilized outside the 
vascular space. 


Mounting an Immune Response 


The immune response calls into play a series of 
complex redundant mechanisms that work together to 
protect against invading pathogens. In this section, we 
review a typical sequence of immunologic events that 
unfold when the immune system is challenged by a 
foreign antigen. 

Defense starts at the body surface: Such defenses 
include barriers presented by the skin and mucous 
membranes and various forms of mechanical maneu- 
vers (e.g., sneezing or sweeping" by respiratory cilia). 
In addition, there is the local production of such 
antimicrobial factors as oral-nasal lysozymes and gas- 
tric acidity. The immunologic apparatus plays a rela- 
tively small role in the efforts to prevent pathogens 
from penetrating the host’s external barriers. How- 
ever, IgA, which is found in mucous secretions through- 
out the nasopharynx and gastrointestinal tract, is 
believed to be a relevant component of the body’s 
efforts to prevent penetration of its external shield 
(14). 

Once a pathogen penetrates the host’s external 
barriers, the body will attempt to eliminate it by 
unenhanced phagocytosis (figure 2). If this process is 
successful, the pathogen is eliminated and symptoms 
of disease are not seen. If it is unsuccessful, a variety of 
concerted antigen-specific humoral and cellular immu- 
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nologic mechanisms are called into play. For this to 
take place, there must first be recognition of the 
antigen by macrophages located within the reticulo- 
endothelial system (29). The antigen is processed by 
the macrophage in such a way that a portion of the 
antigenic determinants of the pathogen is displayed on 
the surface of the macrophage along with its own 
self-determinants, i.e., human leukocyte antigens (29). 
The macrophage then presents these antigenic deter- 
minants to each of the subsets of T cells (helper, 
suppresssor, and cytotoxic T cells). Shortly after this 
takes place, the macrophage secretes interleukin-1 
(figure 2) (30). This lymphokine activates those T cells 
which have learned to recognize the antigenic determi- 
nants of the pathogen. Were it not for self-determi- 
nants on the macropbage cell surface, lymphocytes 
would be unable to proceed with activation, as recog- 
nition of both self and nonself is a prerequisite for T 
cell activation. The subset of helper T cells then 
secretes interleukin-2, T cell growth factor, which 
promotes the proliferation of specific clones of acti- 
vated CD4* (helper) and CD8* (suppressor and cyto- 
toxic) T cells (18). 

The subset of activated helper T cells goes on to 
produce a variety of other lymphokines to augment the 
immune response. Some of these lymphokines enhance 
humoral (antibody-mediated) immunity, and some en- 
hance cell-mediated immunity. Simplistically, B cell 
growth factor causes B cell proliferation, and B cell 
differentiation factor causes the antigenic clones of B 
cells to mature in antibody-producing plasma cells 
(figure 2) (19). These plasma cell-secreted antibodies 
then either directly lyse extracellular pathogens or 
indirectly assist in cellular immunity by a variety of 
mechanisms; for instance, antibodies can enhance pha- 
gocytosis by coating the pathogen's cell surface (opso- 
nization). 

Another lymphokine, called migration inhibition 
factor, inhibits the random migration of macrophages 
through tissues, resulting in the accumulation of mac- 
rophages around the area of T cell activation (31). 
Macrophage activation factor, now known also as 
interferon, enhances the direct cytolytic activity of 
those macrophages located around the site of invasion 
(32). These helper cell-secreted lymphokines serve to 
amplify the small number of lymphocytes originally 
recruited to recognize and destroy the invading patho- 
gen. They enhance the functional activity of reticulo- 
endothelial cells (i.e., macrophages) and promote the 
specialization of B cells. The subset of activated sup- 
pressor T cells then secretes suppressor factor(s) that 
“turn off” the immune response when the host has 
successfully defended itself against the invading patho- 
gen (figure 2). These circulating lymphokines may gain 
access to the central nervous system and potentially 
exert effects on central neuromodulators that are 
thought to influence neuroendocrine function and be- 
havior. Thus, these lymphokines may play a unique 
integrative role, allowing the immune response to an 
invading pathogen to promote adaptive endocrine and 
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behavioral responses that have potential survival 
value. 


Genetic Control of the Human Immune Response 


The human immune response is mounted under the 
regulation of immune response (Ir) genes located on 
the short arm of chromosome 6 (33). These genes, 
along with other genes that specify "self" antigens, 
comprise the human leukocyte antigen (HLA) com- 
plex, also known as the major histocompatibility com- 
plex (34). The complex is present on every cell in the 
body and determines histocompatibility by directing 
the synthesis of cell surface markers, which identify a 
given cell as a natural part of the body. Hence, the 
HLA complex enables immune cells to distinguish self 
from nonself. Certain HLAs are associated with spe- 
cific diseases, i.e., ankylosing spondylitis, type I diabe- 
tes mellitus, Graves' disease, myasthenia gravis, and, 
possibly, depressive disorder (33—36). Typically, these 
diseases are of unknown cause, are segregated in 
families, and are associated with immunologic abnor- 
malities (33, 34). 


IMPACT OF STRESS, BEREAVEMENT, AND 
DEPRESSION ON IMMUNOLOGIC FUNCTION 


Clinical Studies of the Impact of Bereavement and 
Other Stressors 


In 1977 Bartrop et al. first reported a relationship 
between psychological state and immunologic function 
(37). The subjects who participated in that study were 
26 men and women whose spouses were seriously ill. 
Each subject provided a blood sample 1-3 weeks and 
6 weeks after the death of his or her spouse; a group of 
26 age- and sex-matched control subjects provided 
similarly spaced blood samples. Bartrop et al. first 
studied mitogen stimulation, one of the most widely 
applied in vitro probes of immunologic function in 
subsequent studies of stressed, bereaved, and de- 
pressed subjects. To perform these studies, Bartrop et 
al. isolated lymphocytes from the blood of each subject 
and cultured them with substances known to stimulate 
lymphocyte proliferation. These substances, derived 
from the extracts of plant seeds, are called mitogens 
because of their ability to stimulate mitosis. Two 
mitogens known to preferentially stimulate T lympho- 
cytes were selected: phytohemagglutinin (PHA) and 
concanavalin A. It was noted that T lymphocyte 
responses to low doses of PHA were reduced both at 3 
weeks and at 6 weeks after the death of the spouses, 
during which time active bereavement occurred. 

At higher doses of both mitogens, T lymphocyte 
responses in bereaved subjects were significantly lower 
at 6 weeks than at the first sampling, suggesting a 
cumulative, time-dependent effect of stress. At the time 
Bartrop et al. made their finding, several of the impor- 
tant mechanisms of T cell proliferation had not yet 
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been elucidated, so these researchers could not point to 
possible mechanisms of the blunted T cell response to 
mitogen stimulation in bereaved subjects. A review of 
figure 2 shows that many factors could be involved, 
including abnormalities in interleukin-1 and interleu- 
kin-2 secretion or actions and deficient recognition of 
the antigenic determinants of the mitogen as foreign. 

Functionally, potential defects in T cell activity such 
as Bartrop et al. described could compromise many 
important immune mechanisms, including resistance 
to viral and fungal agents and impairment of the 
integrity of tumor cell surveillance. In addition, since T 
cells also contribute to B cell proliferation by secreting 
B cell differentiation factors, functional defects in T 
cell activity could also affect humoral-mediated immu- 
nity (e.g., bacterial infections, anaphylaxis). 

In addition to in vitro stimulation with a potent 
nonspecific T cell stimulus, Bartrop et al. assessed in 
vivo T lymphocyte function by challenging this system 
with several specific antigens known to produce a 
characteristic delayed hypersensitivity reaction that is 
apparent on routine skin testing. In contrast to their 
abnormal responses to mitogen stimulation, the be- 
reaved subjects responded normally at all times to the 
skin testing procedures. This indicates that a wide 
variety of cellular interactions required for delayed 
hypersensitivity (interleukin-1, interleukin-2, macro- 
phage activating factor, etc.) were largely intact (see 
figure 2). It should be noted, however, that anergy on 
skin testing implies a more profound compromise of 
the immunologic apparatus than abnormal responses 
to mitogen stimulation. 

Bartrop et al. also measured a variety of basal 
indicators of immunologic function in their bereaved 
subjects, including T and B cell percentages and serum 
immunoglobulin concentrations. They also examined 
the serum protein electrophoretic pattern and screened 
for several autoantibodies, including rheumatoid fac- 
tor, antinuclear factor, mitochondrial antibodies, and 
smooth muscle antibodies. Examination of all of these 
parameters yielded no abnormality. 

Since Bartrop and associates’ subjects did not receive 
standardized psychiatric evaluations or mood ratings, 
one cannot conclude that their data definitively sup- 
port a relationship between the psychological stress of 
normal bereavement and immunocompromise. Their 
subjects could have suffered from major depression. 

In another landmark study (38), Schleifer et al. 
prospectively assessed white blood cell count, T and B 
lymphocyte subpopulations, and mitogen stimulation 
of lymphocytes in culture in 15 men before and serially 
after the deaths of their wives from metastatic breast 
cancer. Although total white blood cell counts and T 
and B subpopulations were noted to be unchanged 
after bereavement, Schleifer et al. replicated Bartrop 
and associates’ finding of blunted mitogen stimulation 
of lymphocytes in the bereaved population, this time 
doing so with three mitogens. The third mitogen 
Schleifer et al. used, pokeweed mitogen, is thought to 
be a T cell-dependent B cell mitogen. This raises the 
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possibility of impaired antibody formation in bereave- 
ment as well. Schleifer and his colleagues noted sug- 
gestive, but not definitive, evidence of spontaneous 
reversal of this finding on follow-up 4-14 months 
later. In this study also, bereaved subjects did not 
systematically receive standardized psychiatric diag- 
noses and mood ratings, again making it difficult to 
determine whether the reported immunocompromise 
was due to the stress of normal bereavement or some 
other occult psychiatric disorder, such as major de- 
pression, 

In a third study that examined immunocompetence 
during bereavenient, Linn et al. (39) studied various 
measures of humoral and cell-mediated immunity 
while carefully evaluating severity of depressive symp- 
toms with the Hopkins Symptom Checklist. In vitro 
lymphocyte responses to PHA were significantly re- 
duced only in bereaved subjects with high scores on the 
depression subscale of the rating instrument. Immuno- 
logic function was also shown to be reduced in this 
depressed subgroup of bereaved individuals when the 
assessment was based on the responses of their lym- 
phocytes to incubation with allogeneic lymphocytes 
(i.e., lymphocytes taken from another individual), an 
in vitro procedure known as mixed lymphocyte cul- 
tures. This abnormality further suggests an alteration 
in one or more components of cell-mediated immunity, 
such as reduced interleukin-2 (figure 2). Lymphocyte 
responses to other antigens, concanavalin A, and poke- 
weed mitogen did not differ in the depressed and 
nondepressed subjects. Moreover, quantitative analy- 
ses of IgG, IgA, and IgM, in vivo responses to three 
delayed-hypersensitivity skin tests, and neutrophilic 
chemotaxis were also normal in all of the bereaved 
subjects. Although the authors could not account for 
the fact that abnormal lymphocyte responses were seen 
with mixed lymphocyte cultures and some, but not all, 
of the mitogens used for stimulation, they concluded 
that abnormalities, when noted, were confined to the 
subjects with demonstrable depressive symptoms. 

To determine whether loneliness and stressful life 
events are associated with alterations in immunocom- 
petence in patients with various psychiatric disorders, 
Kiecolt-Glaser et al. (40) assessed lymphocyte re- 
sponses to PHA and pokeweed mitogen activity by 
incubating the patients’ lymphocytes with radiolabeled 
tumor cells. They reported that a subgroup of patients 
with high scores on the UCLA Loneliness Scale showed 
the confluence of hypercortisolism (assessed only by 
spot checks of urinary cortisol), reduced lymphocyte 
responses to PHA (but not to pokeweed mitogen), and 
decreased natural killer cell activity. Abnormality in 
the latter suggests the possibility of compromised 
responsiveness to tumor, viral, and allogeneic (i.e., 
transplanted tissue) antigens in hypercortisolemic in- 
dividuals. Deviations in natural killer cell activity and 
lymphocyte responses to PHA suggested that cell- 
mediated immunity was preferentially impaired. 

In a follow-up study (41), Kiecolt-Glaser et al. 
assessed immunocompetence in medical students stud- 
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ied 1 month before and during final examinations. In 
contrast to their previous study, which showed that 
loneliness per se rather than stressful life events com- 
promised immune function, they noted that examina- 
tion stress was capable of reducing natural killer cell 
activity. In this study, decrements in natural killer cell 
activity correlated with the degree of loneliness. Al- 
though much confusion exists in this area, studies 
which evaluate the immunomodulating potential of 
the different psychosocial stressors usually conclude 
that such qualitative changes as reduced lymphocyte 
responses to either mitogens or allogeneic cells are 
commonly seen (37—44). On the other hand, quanti- 
tative studies that have assessed numbers of the dif- 
ferent white blood cells have not yielded conclusive 
findings (37, 38, 42). Quantitative assessment of im- 
munoglobulin levels has likewise yielded conflicting 
data (37, 41, 44, 45). 

It should be noted that although we have alluded to 
the theoretical implications of the aforementioned 
abnormalities during pyschosocial stress, there have 
been only retrospective studies of bereaved and chron- 
ically stressed individuals to assess their vulnerability 
to disease. At present, there can be no firm conclusion 
concerning the clinical implications of blunted lym- 
phocyte responses to mitogenic or allogeneic stimula- 
tion. These responses merely suggest that in an artifi- 
cial, in vitro situation, lymphocytes are less capable of 
undergoing mitoses, a finding that need not translate 
into clinically relevant immunocompromise. Studies 
that have assessed vulnerability to disease have been 
epidemiological rather than biochemical and convey a 
sense, though not definitive, that psychological factors 
can influence an individual’s capacity to fend off 
disease. For example, Meyer and Haggerty (46) 
showed that chronic stress was related to increases in 
streptococcal infection in 16 families. Kasl et al. (47) 
showed that military cadets who experienced greater 
academic pressure were more likely than others to 
contract infectious mononucleosis. Baker and Brewer- 
ton (48) reported an increased incidence of stressful 
life events in the months preceding the onset of acute 
rheumatoid arthritis. Likewise, in a comprehensive 
review, Sklar and Anisman (49) cited a substantial 
literature to support the idea that cancer growth may 
be significantly augmented by stress and a sense of 
helplessness. 

Extreme physical stress also diminishes immunocom- 
petence, especially with regard to functions related to 
cell-mediated immünity. For instance, several studies 
have noted quantitative changes such as decreased T 
cell number and percentage and qualitative changes 
such as diminished lymphocyte responsivity to mito- 
genic and allogeneic stimulation. The effects of a 
variety of biological stressors on various components 
of immunologic function are summarized in table 1. 
These observations not only have intrinsic importance 
but also strongly suggest that a variety of physical, 
pharmacological, and biological variables should be 
controlled for in studies assessing immunocompetence. 
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TABLE 1. Common Immunologic Findings During Stress 





Study 
Clot et al. (50) 


Kishimoto et al. (51) 


Palmblad et al. (52) 


Palmblad et al. (53) 


Eskola et al. (54) 


Bistrian et al. (55) 


Chandra (56) 


Beisel et al. (57) 


Stressor 


Advanced age 


Advanced age 


Auditory stimula- 
tion during sleep 
deprivation 

Sleep deprivation 
Marathon run- 
ning 


Protein calorie 
malnutrition 
Protein calorie 
malnutrition 


Single nutrient 
deficiencies (vita- 


Cellular Immunity 


Humoral Immunity 





Decreased number of T lymphocytes; decreased number of 
monocytes 

Decreased lymphocyte responses to PHA? and concanavalin A; 
decreased lymphocyte responses to allogeneic cells (mixed lym- 
phocyte cultures) 

Increased lymphocyte synthesis of interferon; decreased neutro- 
phil and monocyte phagocytosis during sleep deprivation, but 
increased afterward 

Decreased lymphocyte responses to PHA 

Decreased lymphocyte responses to PHA, concanavalin A, and 
purified protein derivative; increased WBC and neutrophil 
count; increased plasma cortisol 

Anergy with delayed-hypersensitivity skin testing; decreased 
number of lymphocytes 

Decreased lymphocyte responses to allogeneic cells; increased 
plasma cortisol; decreased number of T lymphocytes and 
helper cells; decreased serum thymic hormone 

Decreased lymphocyte responses to mitogen stimulation; de- 
creased number of T lymphocytes 


Decreased number of B 
lymphocytes 

Normal lymphocyte re- 
sponses to pokeweed 
mitogen 


Decreased antibody re- 
sponse to antigenic chal- 





mins, minerals, 
amino acids) 
Heavy cigarette 
smoking 


Miller et al. (58) 


cell ratio 


Watson et al. (59) Heavy alcohol 


lenge; decreased number 
of B lymphocytes 


Increased WBC and number of suppressor cells; decreased 
number of total lymphocytes; decreased helper-to-suppressor 


Anergy with delayed-hypersensitivity skin testing; decreased 


use lymphocyte responses to PHA and concanavalin A; increased 
number of helper cells; decreased number of suppressor cells 


Lazzarin et al. (60) Opiate addiction 





*PHA -phytohemagglutinin. 


Clinical Studies of the Impact of Affective Illness 


Kronfol et al. (61) first examined immune function 
in depression. In this elegant study, 26 drug-free 
depressed subjects manifested blunted responses to 
mitogen stimulation with concanavalin A, PHA, and 
pokeweed mitogen. Schleifer et al. (62) replicated this 
finding in severely depressed patients and, in addition, 
presented the first data on abnormal lymphocyte sub- 
populations. They reported that absolute T and B 
lymphocyte cell counts were reduced, although the 
relative percentages were unchanged. In a subsequent 
study, Schleifer et al. (45) noted that mildly depressed 
outpatients showed normal immune parameters, com- 
patible with an early study by Sengar et al. (63), which 
noted similar findings in euthymic patients with affec- 
tive disorder. Recently, Calabrese et al. (64) also 
replicated Kronfol and colleagues' findings; in addition 
they documented elevated plasma levels of prostaglan- 
din E; and E;. These substances may directly account 
for deficits of cellular immunity through their counter- 
regulatory immune-modulating properties (65). Alter- 
natively, they could indirectly mediate immunocom- 
promise by stimulating the hypothalamic-pituitary- 
adrenal (HPA) axis (66). 

However, the findings of abnormal cellular immu- 
nity in drug-free affective illness were questioned when 
Albrecht et al. (67) were unable to replicate Kronfol et 
al.’s original findings in a group of 32 moderately 
depressed patients whom they compared with 13 nor- 
mal control subjects. In a retrospective study, Kronfol 
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Anergy with delayed-hypersensitivity skin testing 


Increased IgG and IgM 





et al. (68) showed that depression was associated with 
a neutrophilia and a lymphocytopenia, analogous to 
those noted in Cushing’s disease. They speculated that 
hypercortisolism could underlié the common immuno- 
logic abnormalities noted in these two disorders. 
Kronfol et al. (69) prospectively replicated these find- 
ings of neutrophilia and lymphocytopenia in a group 
of hypercortisolemic depressed patients whose cortisol 
levels were not suppressed following dexamethasone 
administration, but were unable to do so in depressed 
subjects who suppressed normally. 

Studies of immunocompetence during depression 
have not yielded conclusive findings. Possible reasons 
for this lack of agreement may have to do with the 
experimental design of the studies and the immuno- 
logic assays themselves. Depression-related anorexia, 
weight loss, and malnutrition, as well as sleep depri- 
vation resulting from illness-related insomnia, have 
been difficult to control for and make the data difficult 
to interpret (53-58). Likewise, these in vitro assays 
usually require freshly prepared suspensions of mono- 
nuclear cells, a factor which frequently means that 
patients and control subjects have their immunocom- 
petence assessed at different times, depending on when 
they were recruited and their drug-free status. All of 
these variables, as well as disparity in severity of 
illness, make it difficult to compare one study with 
another. 

It should be noted that the immunologic abnormal- 
ities seen in depression are very similar to those noted 
in bereaved and chronically stressed people. Hence, 
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theoretically, depressed individuals could also be vul- 
nerable to the same kinds of illnesses—those which are 
avoided by intact cellular immunity (viral and fungal 
infections, malignant diseases, etc.) Surprisingly, how- 
ever, in contrast to the number of retrospective epide- 
miologic studies of stressed and bereaved individuals, 
to our knowledge there have been few reports evalu- 
ating increased vulnerability to specific disease entities 
in subjects with depressive illness (70). 


The Role of Glucocorticoids in Immunomodulation 


An association between hypercortisolism and dimin- 
ished immunocompetence during stress, bereavement, 
and depression constitutes one of the few recurring 
themes in the clinical papers we have summarized. In 
this section we review the many immunity-modulating 
properties of glucocorticoids and attempt to evaluate 
the possibility that these hormones play a governing 
role in the immunologic deficits which have been 
reported in the psychiatric literature. 

The importance of glucocorticoids in immunologic 
regulation was emphasized by Munck et al. (71), who 
concluded that the most important physiological effect 
of glucocorticoid secretion is to suppress the immune 
system. This counterregulatory effect of glucocorti- 
coids on immune function, they argued, evolved be- 
cause of the necessity for quickly terminating the 
robust inflammatory and/or immune response to in- 
jury that is expected during stressful “fight or flight” 
situations. Experimental support for this hypothesis 
derives from studies which show that adrenalecto- 
mized animals subjected to experimentally induced 
inflammation have a far higher mortality rate than 
control animals because of a prolonged, profound 
overactivity of their immunologic apparatus (unpub- 
lished observations of R. Flower et al.). 

A comprehensive review of the immunosuppressive 
effects of glucocorticoids reveals that these effects are 
directed mainly at cell-mediated immunity (ie., de- 
pression of T cell function). By an unknown mecha- 
nism, helper T cell function is preferentially affected, 
while suppressor T cell function remains intact (72— 
74). This sparing of the effector cells, which act to limit 
the immunologic response, is compatible with the 
notion that glucocorticoids act to counterregulate the 
response to foreign antigens or injury (71). Glucocor- 
ticoids interfere with helper T cell function by several 
interrelated mechanisms. For instance, glucocorticoids 
inhibit the secretion of several lymphokines, including 
interleukin-1 (lymphocyte activating factor) (75), in- 
terleukin-2 (T cell growth factor) (76, 77), and y- 
interferon (macrophage activating factor) (71) (see 
figure 2). Through effects on lymphocyte activation, 
proliferation, and macrophage lytic activity, glucocor- 
ticoids interfere with components of the immunologic 
apparatus that subserve antiviral, antifungal, and 
tumoricidal activities. 

Glucocorticoids also exert immunosuppressive ef- 
fects through their impact on neutrophil function. 
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Glucocorticoids reduce migration of neutrophils to the 
site of injury or antigenic challenge, an effect that 
could contribute to the characteristic neutrophilia as- 
sociated with glucocorticoid excess (78, 79). Glucocor- 
ticoids also cause monocytopenia (80, 81) and cosino- 
penia (82). Because monocytes are the circulatory 
precursors of tissue macrophages, such an effect could 
then impair antigen recognition by lymphocytes and 
macrophage-mediated phagocytosis. 

Theoretically, the predominance of T over B cell 
abnormalities in stress, bereavement, and depression 
could be mediated by glucocorticoid excess. For in- 
stance, the abnormal lymphocyte repsonses to mito- 
gens and allogeneic stimulation seen in stress and 
depression could involve a glucocorticoid-induced de- 
crease in interleukin-2. Other abnormalities seen in 
stress and depression that are attributable to glucocor- 
ticoids include decreased natural killer cell activity, 
total lymphocytes, T cell lymphocytes, helper T cells, 
monocytes, and eosinophils and a neutrophilia. It 
should be noted, however, that it has not been defin- 
itively established that glucocorticoids mediate all of 
these abnormalities. For instance, in the important 
study of Keller et al. (83), stressed adrenalectomized 
animals, unlike stressed control animals, showed a 
persistent blunting of lymphocyte responses to T cell 
mitogens, although the stress-induced lymphocytope- 
nia was resolved in the absence of glucocorticoid ex- 
cess. 


The Role of the CNS in Immunomodulation 


The preceding sections reviewing evidence for di- 
minished immunocompetence during stress and de- 
pression suggest a role for the CNS in modulating the 
immunologic apparatus. A specific mechanism by 
which stress and depression influence the immune 
system seems to be neuroendocrine secretion mediated 
by the HPA axis. However, it should be emphasized 
that there are a variety of mechanisms by which the 
CNS could influence immune function, and any of 
these could theoretically contribute to the alterations 
in immune function noted in stress and depression. For 
instance, the recently demonstrated presence of neuro- 
endocrine amine precursor uptake and decarboxyla- 
tion (APUD) cells within various lymphoid organs 
suggests a further link between the neuroendocrine 
and immune systems (84). Moreover, hormones of the 
hypothalamic-pituitary-gonadal axis depress lympho- 
cyte responses to antigen challenge by means of spe- 
cific receptor-mediated mechanisms (85, 86). Con- 
versely, growth hormone, insulin, and thyroxine 
enhance cellular immunity (87). 8-Endorphin, which is 
co-secreted with ACTH from the anterior pituitary, 
has been shown to specifically enhance natural killer 
cell activity (88). This immunologic effect has been 
thought to be one of the principal roles of peripherally 
secreted B-endorphin. 

Autonomic signals from the brain also influence 
immune function. Perivascular nerve plexuses are 
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known to surround lymphocytes in the spleen (89). In 
some instances, single noradrenergic fibers surround 
single lymphocytes in the spleen. Surgical denervation 
of the spleen and chemical sympathectomy lead to 
enhanced immunocompetence (90, 91). Moreover, ca- 
techolaminergic spillover during sympathetic activity 
may also affect immunocompetence. Norepinephrine 
and epinephrine are well-known immunity modulators 
(90, 91). A familiar example of the phenomenon is the 
dramatic effect of epinephrine in terminating acute 
anaphylactic reactions. 

There are data to support the novel concept that 
immunocompetence can be influenced by the neuronal 
and/or neuroendocrine events which appear in associ- 
ation with learning. For instance, Ader and Cohen (92) 
applied a taste-aversion conditioning paradigm to an- 
imals, in which they paired an unconditioned stimulus 
(the immunosuppressant cyclophosphamide) with a 
drink distinctly flavored by saccharin, a substance with 
no known immunity-modulating properties (the con- 
ditioned stimulus). When the animals were given sac- 
charin alone at a later time, they displayed a compro- 
mised, “immunosuppressed” response to a standard 
antigenic challenge. 

More recently, these investigators (93) examined the 
therapeutic impact of conditioned immunosuppression 
on the spontaneous development of systemic lupus 
erythematosus in New Zealand mice, hybrids that 
typically develop lethal renal complications of this 
illness by 12 months of age. By pairing cyclophospha- 
mide (the unconditioned stimulus) with saccharin (the 
conditioned stimulus) and then later reexposing these 
mice to saccharin alone, Ader and Cohen were able to 
demonstrate that the conditioned stimulus had devel- 
oped therapeutic immunosuppressant properties, as 
these mice lived longer and had a reduced morbidity. 
These data illustrate yet another potential means by 
which the central nervous system communicates with 
peripheral immunocytes to influence immune func- 
tion. 

The immunologic apparatus not only receives sig- 
nals from the brain but transmits signals to the brain as 
well. For instance, such soluble products of the im- 
mune system as thymosins not only regulate immunity 
directly but, in addition, serve as “immunotransmit- 
ters” by modulating the HPA and gonadal axes (94). It 
is thought that this lymphoid/endocrine information 
provides the brain with data derived from contact 
between immunocytes and various antigens or tumors. 
In this regard, circulating lymphocytes can be seen as 
“sensory organs,” converting information derived 
from contact with pathogens to useful endocrine sig- 
nals for the brain (95). Such information could influ- 
ence behavioral or physiological processes that adapt 
during infection or injury. Examples of the putative 
effects of the immunologic apparatus on brain function 
include evidence of decreased norepinephrine turnover 
(96) and increased firing of specific hypothalamic 
nuclei (97) during antigenic challenge. Concomitant 
with these changes is a decreased norepinephrine con- 
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tent in peripheral lymphoid organs during the immune 
response (90). 

In addition to exerting effects on brain function 
through endocrine secretion, immunocytes may also 
exert humoral-mediated effects on peripheral endo- 
crine function. For instance, lymphocytes have been 
shown to contain ACTH for direct stimulation of the 
adrenal cortex (98, 99). Indeed, this phenomenon 
suggests the possible existence of a lymphoid-adrenal 
axis to complement the HPA axis (100). This richness 
of diversity of communication between the immune 
system and both the CNS and the endocrine system is 
not surprising. A system as critical for survival as the 
immune system must be able to interact bidirectionally 
with both of these important integrative systems. 


FUTURE RESEARCH 


A challenge for psychiatry is to more fully charac- 
terize the effects of psychological states on specific 
components of immune function. A more difficult, but 
perhaps no less important, challenge for psychiatry is 
to characterize the mechanisms by which various com- 
ponents of the immune response influence brain, be- 
havior, and mood. Such work will require the integra- 
tion of the efforts of skilled’ clinicians, clinical 
researchers, and basic scientists. At present, there can 
be no firm conclusions about the clinical implications 
of data suggesting immunocompromise during stress, 
bereavement, and depression. In vitro immunologic 
studies have suggested that lymphocytes taken from 
stressed and/or depressed patients do not reproduce as 
well when challenged by an antigen. It should be 
noted, however, that there is little evidence of anergy 
on skin testing, which suggests that the cellular arm of 
the immune response remains largely intact. 

Only retrospective studies have been conducted to 
assess depressed patients’ vulnerability to disease. A 
prospectively designed study is needed, not only to 
assess quantitative and qualitative evidence of im- 
munocompromise but also to comment on pathophys- 
iology and clinical relevance. The complex interdepen- 
dence and redundance of the different components of 
the immunologic apparatus, as well as the rate at 
which new basic immunologic information is being 
generated, provide a further challenge in this area. As 
lymphokines and other soluble mediators of the im- 
mune response take their place not only as important 
immunomodulators but as immunotransmitters, so 
must our understanding of their roles in psychological 
stress and psychiatric illness evolve. These ‘“immuno- 
transmitters” are likely to mediate the bidirectional 
exchange of information between the CNS and the 
immunologic apparatus, while possibly possessing 
mood-altering properties of their own. Future work in 
this area should enrich and further unify concepts 
about the interrelationships between the major mech- 
anisms of integration available to complex living or- 
ganisms. 


Am I Pourhintes 144-9 Sohtomhor 1987 





17. 


18. 
19. 


20. 
21. 


22. 


23. 


24. 


25. 


REFERENCES 


. Metchnikoff E: Untersuchungen uber du intracellulare Ver- 


daung bei werbellosen Tieren. Arb Zoologischen Inst Univ 
Wien 1883; 5:141—168 


. Ehrlich P: On immunity with special reference to cell life. Proc 


R Soc London (Biol) 1906; 66:424—430 


. Katz DH: The immune system: an overview, in Basic and 


Clinical Immunology, 6th ed. Edited by Stites DP, Stobo JD, 
Fudenberg HH, et al. Los Altos, Calif, Lange Medical Publi- 
cations, 1987 


. Le Douarin NM, Jotereau FV: Tracing of cells of the avian 


thymus through embryonic life in interspecific chimeras. J Exp 
Med 1975; 142:17-40 


. Goldstein AL, Low TLK, Thurman GB, et al: Current status of 


thymosin and other hormones of the thymus gland. Recent 
Prog Horm Res 1981; 37:369—415 


. Gathings WE, Lawton AR, Cooper MD: Immunofluorescent 


studies of the development of pre-B cells, B lymphocytes and 
immunoglobulin isotype diversity in humans. Eur J Immunol 
1977; 7:804—810 


. Glick B, Chang TS, Jaap RG: The bursa of Fabricius and 


antibody production. Poultry Science 1956; 35:224—225 


. Kehrl JH, Muraguchi A, Butler JL, et al: Human B cell 


activation, proliferation and differentiation. Immunol Rev 
1984; 78:75-96 


. Burnet FM: A modification of Jerne's theory of antibody 


production using the concept of clonal selection. Aust J Sci 
1957; 20:67--69 


. Rosen FS, Cooper MD, Wedgwood RJ: The primary im- 


munodeficiencies, I. N Engl J Med 1984; 311:235242 


. Bellanti JA, Artenstein MS: Mechanisms of immunity to virus 


infection. Pediatr Clin North Am 1964: 11:558—569 


. Spiegelberg HL: Biological activities of immunoglobulins of 


different classes and subclasses. Adv Immunol 1974; 19:259— 
270 


. Porter RR, Reid KBM: The biochemistry of complement. 


Nature 1978; 275:699—704 


. Hanson LA, Ahlstedt S, Anderson B, et al: The biological 


properties of secretory IgA. J Reticuloendothelial Society 
1980; 28 (suppl): 15-98 


. Lichtenstein LM, Norman PS: Human allergic reactions. Am J 


Med 1969; 46:163—171 


. Cooper DA, Petts V, Luckhurst E, et al: T and B cell 


populations in blood and lymph node in lymphoproliferative 
disease. Br J Cancer 1975; 31:550—558 

Bernard A, Boumsell L: The clusters of differentiation (CD) 
defined by the First International Workshop on Human Leu- 
kocyte Differentiation Antigens. Hum Immunol 1984; 11:1— 
10 

Gillus S: Interleukin-2: biology and biochemistry. J Clin 
Immunol 1983; 3:1—13 

Fauci AS, Macher AM, Longo DL, et al: NIH conference: 
acquired immunodeficiency syndrome: epidemiologic, clinical, 
immunologic, and therapeutic considerations. Ann Intern Med 
1984; 100:92-106 

Govaerts A: Cellular antibodies in kidney homotransplanta- 
tion. J Immunol 1960; 85:516—522 

Wandlann TA, Balese RM, Broder S, et al: Disorders of 
suppressor immunoregulatory cells in the pathogenesis of 
immunodeficiency and autoimmunity. Ann Intern Med 1978; 
88:226-238 

Greenberg AM, Playfair JH: Spontaneously arising cyto- 
toxicity to the P-815 mastocytoma in NZB mice. Clin Exp 
Immunol 1974; 16:99—110 

Cerrottini JC, Brunner KT: Cell-mediated cytotoxicity, al- 
lograft rejection and tumor immunity. Adv Immunol 1974; 
18:67-132 

Simmons RL, So SKS: Clinical transplantation, in Basic and 
Clinical Immunology, 6th ed. Edited by Stites DP, Stobo JD, 
Fudenberg HH, et al. Los Altos, Calif, Lange Medical Publi- 
cations, 1987 

Herberman RB, Ortaldo JR: Natural killer cells: their role in 


I Doarbiatesn: 144.0 Cantanhar 1007 


26. 
27. 
28. 
29. 
30. 


31. 


32. 


33. 


34. 
35. 


36. 


37. 
38. 


39. 
40. 


41. 


42. 


43. 


44. 
45. 
46. 


47. 


48. 
49. 
50. 


51. 


52. 


53. 


' CALABRESE, KLING, AND GOLD 


defenses against disease. Science 1981; 214:24—30 

Krim M: Towards tumor therapy with interferons (parts 1 and 
2). Blood 1980; 55:711—721, 875--884 

Babior BM: Oxygen dependent microbial killing by phago- 
cytes. N Engl J Med 1978; 298:659—668 

Rosen B: The origins, kinetics and fate of macrophage popu- 
lation. J Reticuloendothelial Society 1970; 8:139—161 

Pierce CW: Macrophages: modulators of immunity. Am J 
Pathol 1980; 98:10-28 

Oppenheim JJ, Stadler BM, Siranganian RP, et al: Lympho- 
kines: their role in lymphocyte responses—properties of inter- 
leukin-1. Fed Proc 1982; 41:257—262. 

David JR, David RR: Cellular hypersensitivity and immunity: 
inhibition of macrophage migration and the lymphocyte me- 
diators. Prog Allergy 1972; 16:300—449 

Schrieber RD, Pace JL, Russell SW, et al: Macrophage activat- 
ing factor produced by a T cell hybridoma: physiochemical 
and biosynthetic resemblance to gamma interferon. J Immunol 
1983; 131:826-832 

Sasazuki T, Nishimura Y, Muto M, et al: HLA-linked genes 
controlling immune response and disease susceptibility. Immu- 
nol Rev 1983; 70:51—75 

Mittal KK: Human histocompatibility antigens. J Scientific 
and Industrial Research 1979; 38:37—46 

Weitkamp LR, Stancer HC, Persad E, et al: Depressive disor- 
ders and HLA: a gene on chromosome 6 that can affect 
behavior. N Engl J Med 1981; 305:1301—1306 

Kruger SD, Turner W], Kidd KK: The effects of requisite 
assumptions on linkage analyses of manic depressive illness 
with HLA. Biol Psychiatry 1982; 17:1081—1099 

Bartrop RW, Luckhurst E, Lazarus L, et al: Depressed lym- 
phocyte function after bereavement. Lancet 1977; 1:834—836 
Schleifer SJ, Keller SE, Camerino M, et al: Suppression of 
lymphocyte stimulation following bereavement. JAMA 1983; 
250:374—377 

Linn MW, Linn BS, Jensen J: Stressful events, dysphoric mood, 
and immune responsiveness. Psychol Rep 1984; 54:219—222 
Kiecolt-Glaser JK, Ricker D, George J, et al: Urinary cortisol 
levels, cellular immunocompetence, and loneliness in psychi- 
atric inpatients. Psychosom Med 1984; 46:15—23 
Kiecolt-Glaser JK, Garner W, Speicher C, et al: Psychosocial 
modifiers of immunocompetence in medical students. Psycho- 
som Med 1984; 46:7—14 

Dorian BJ, Garfinkel PE, Brown G, et al: Aberrations in 
lymphocyte subpopulations and functions during psychologi- 
cal stress. Clin Exp Immunol 1980; 50:132-138 

Locke SE, Kraus L, Leserman ], et al: Life change stress, 
psychiatric symptoms, and natural killer cell activity. Psycho- 
som Med 1984; 46:441—453 

Linn BS, Jensen J: Age and immune response to a surgical 
stress. Arch Surg 1983; 118:405—409 

Schleifer SJ, Keller SE, Siris SG, et al: Depression and immu- 
nity. Arch Gen Psychiatry 1985; 42:129-133 

Meyer RJ, Haggerty R: Streptococcal infections in families: 
factors altering individual susceptibility. Pediatrics 1962; 29: 
539—549 

Kasl SV, Evans AS, Niederman JC: Psychosocial risk factors in 
the development of infectious mononucleosis. Psychosom Med 
1979; 41:445—466 

Baker GHB, Brewerton DA: Rheumatoid arthritis: a psychiat- 
ric assessment. Br Med ] 1981; 282:2014 

Sklar LS, Anisman H: Stress and cancer. Psychol Bull 1981; 
89:369—406 

Clot J, Charmasson E, Brochier J: Age-dependent changes of 
human blood lymphocyte subpopulations. Clin Exp Immunol 
1972; 32:346-351 

Kishimoto S, Tomino S, Inomata K, et al: Age-related changes 
in the subsets and functions of human T lymphocytes. | 
Immunol 1978; 121:1773—1780 

Palmblad J, Cantell K, Strander H, et al: Stressor exposure and 
immunologic response in man: interferon-producing capacity 
and phagocytosis. J Psychosom Res 1976; 20:193-199 
Palmblad J, Petrini B, Wasserman J, et al: Lymphocyte and 


1122 


MEE Wl 


ALTERATIONS IN IMMUNOCOMPETENCE 


54. 


55. 


56. 


57. 


58. 


59. 


60. 


61. 
62. 


63. 


64. 


65. 





69. 


70. 


71. 


72. 


73. 


74. 


75. 


76. 


66. 
67. 


68. 


granulocyte reactions during sleep deprivation. Psychosom 
Med 1979; 41:273-278 

Eskola J, Rauskanen O, Soppi E, et al: Effect of sport stress on 
lymphocyte transformation and antibody formation. Clin Exp 
Immunol 1978; 32:339—345 

Bistrian BR, Blackburn GL, Schrimshaw NS, et al: Cellular 
immunity in semi-starved states in hospitalized adults. Am J 
Clin Nutr 1975; 28:1148-1155 

Chandra RK: Numerical and functional deficiency in T helper 
cells in protein energy malnutrition. Clin Exp Immunol 1983; 
51:126-132 

Beisel WR, Edelman R, Nauss K, et al: Single-nutrient effects 
on immunologic functions. JAMA 1981; 245:53—58 

Miller LG, Goldstein G, Murphy M, et al: Reversible alter- 
ations in immunoregulatory T cells in smoking. Chest 1982; 
82:526—529 

Watson RR, Eskelson C, Hartman BR: Severe alcohol abuse 
and cellular immune functions. Ariz Med 1984; 41:665—668 
Lazzarin A, Mella L, Trombini M, et al: Immunologic status in 
heroin addicts: effects of methadone maintenance treatment. 
Drug Alcohol Depend 1984; 13:117-123 

Kronfol Z, Silva J, Greden J, et al: Impaired lymphocyte 
function in depressive illness. Life Sci 1983; 33:241—247 
Schleifer SJ, Keller SE, Meyerson AT, et al: Lymphocyte 
function in major depressive disorder. Arch Gen Psychiatry 
1984; 41:484—486 

Sengar DPS, Waters BGH, Dunne JV, et al: Lymphocyte 
subpopulations and mitogenic responses of lymphocytes in 
manic depressive disorders. Biol Psychiatry 1982; 17:1017— 
1022 

Calabrese JR, Skwerer RG, Barna B, et al: Depression, im- 
munocompetence, and prostaglandins of the E series. Psychi- 
atry Res 1986; 17:41-47 

Goodwin JS, Webb DR: Review: regulation of the immune 
response by prostaglandins. Clin Immunol Immunopathol 
1980; 15:106-122 

Hedge GA: Roles for prostaglandins in the regulation of 
anterior pituitary secretion. Life Sci 1977; 20:17-34 
Albrecht J, Helderman JH, Schlesser MA, et al: A controlled 
study of cellular immune function in affective disorders before 
and during somatic therapy. Psychiatry Res 1985; 15:185- 
193 

Kronfol Z, Turner R, Nasrallah H, et al: Leukocyte regulation 
in depression and schizophrenia. Psychiatry Res 1984; 13:13- 
18 

Kronfol Z, Nasrallah HA, Chapman S, et al: Depression, 
cortisol metabolism, and lymphocytopenia. J Affective Disord 
1985; 9:169-173 

Shekelle RB, Raynor WJ, Ostfeld AM, et al: Psychological 
depression and 17-year risk of death from cancer. Psychosom 
Med 1981; 43:117-125 

Munck A, Guyre PM, Holbrook NJ: Physiological functions 
of glucocorticoids in stress and their relation to pharmacolog- 
ical actions, Endocr Rev 1984; 5:25—44 

Dupont E, Schandene L, Devos R, et al: Depletion of lympho- 
cytes with membrane markers of helper phenotype: a feature 
of acute and chronic drug-induced immunosuppression. Clin 
Exp Immunol 1983; 51:345—350 

Glasser L, Hicks MJ, Lindberg RE, et al: The effect of in vivo 
dexamethasone on lymphocyte subpopulations: differential 
response of EAhu rosette-forming cells. Clin Immunol Immu- 
nopathol 1981; 18:22-31 

Haynes BF, Fauci AS: The differential effect of in vivo hydro- 
cortisone on the kinetics of subpopulations of human periph- 
eral blood thymus-derived lymphocytes. J Clin Invest 1978; 
61:703—707 

Snyder DS, Unanue ER: Corticosteroids inhibit murine macro- 
phage Ia expression and interleukin 1 production. J Immunol 
1982; 129:1803—1805 

Gillis S, Crabtree GR, Smith KA: Glucocorticoid-induced 
inhibition of T cell growth factor production, I: the effect on 


14143A 


77. 


78. 


79. 


80. 


81. 


82. 


83. 


84. 
85. 
86. 
87. 


88. 


89. 


90. 


91. 


92. 


93. 


94. 


95. 


96. 


97. 


98. 


99. 


100. 


mitogen-induced lymphocyte proliferation. J Immunol 1979; 
123:1624—1631 

Gillis S, Crabtree GR, Smith KA: Glucocorticoid-induced 
inhibition of T cell growth factor production, II: the effect on 
in vitro generation of cytolytic T cells. J Immunol 1979; 123: 
1632-1638 

Boggs DR, Athens JW, Cartwright GE, et al: The effect of 
adrenal glucocorticosteroids upon the cellular composition of 
inflammatory exudates. Am J Pathol 1964; 44:763—773 
Dale DC, Fauci AS, Wolff SM: Alternate-day prednisone: 
leukocyte kinetics and susceptibility to infections. N Engl J 
Med 1974; 291:1154-1158 

Fauci AS, Dale DC: The effect of in vivo hydrocortisone on 
subpopulations of human lymphocytes. J Clin Invest 1974; 53: 
240—246 

Fauci AS, Dale DC: Alternate-day prednisone therapy and 
human lymphocyte subpopulations. J Clin Invest 1975; 55: 
22-32 

Andersen V: Autoradiographic studies of eosinophil kinetics: 
effects of cortisol. Cell Tissue Kinet 1969; 2:139 

Keller SE, Weiss JM, Schleifer SJ, et al: Stress-induced suppres- 
sion of immunity in adrenalectomized rats. Science 1983; 221: 
1301-1304 

Angeletti RH, Hickey WF: A neuroendocrine marker in tissues 
of the immune system. Science 1985; 230:89—90 

Grossman CJ: Regulation of the immune system by sex 
steroids. Endocr Rev 1984; 5:435—455 

Grossman C}: Interactions between the gonadal steroids and 
the immune system. Science 1985; 227:257—261 

Besedovsky HO, del Rey AE, Sorkin E: Neuroendocrine 
immunoregulation, in Immunoregulation. Edited by Fabris W, 
Garaci E, Hadden J, et al. London, Plenum, 1983 

Mathews PM, Forelich C], Sibbitt WL, et al: Enhancement of 
natural cytotoxicity by bera endorphin. J Immunol 1983; 130: 
1658-1662 

Reilly D, McCuskey A, Miller L, et al: Innervation of the 
periarteriolar lymphatic sheath of the spleen. Tissue Cell 1979; 
11:121-126 

Besedovsky HO, del Rey AE, Sorkin E, et al.: Immunoregula- 
tion mediated by the sympathetic nervous system. Cell Immu- 
nol 1979; 48:346-355 

Felten DL, Felten SY, Carlson SL, et al: Noradrenergic and 
peptidergic innervation of lymphoid tissue. J Immunol 1985; 
135:755-765 

Ader R, Cohen V: Behaviorally conditioned immunosuppres- 
sion. Psychosom Med 1975; 37:333—340 

Ader R, Cohen V: Behaviorally conditioned immunosuppres- 
sion and murine systemic lupus erythematosus. Science 1982; 
215:1534—1536 

Hall NR, McGillis JP, Spangelo BL, et al: Evidence that 
thymosin and other biological response modifiers can function 
as neuroactive immunotransmitters. J Immunol 1985; 135: 
806—811 

Blalock JE: The immune system as a sensory organ. J Immunol 
1984; 132:1067—1070 

Besedovsky HO, del Rey AE, Sorkin E, et al: The immune 
response evokes changes in brain noradrenergic neurons. 
Science 1983; 221:564—566 

Besedovsky HO, Sorkin E, Felix D, et al: Hypothalamic 
changes during the immune response. Eur J Immunol 1977; 7: 
323-325 

Smith EM, Blalock JE: Human lymphocyte production of 
corticotropin and endorphin-like substances: association with 
leukocyte interferon. Proc Natl Acad Sci USA 1981; 78:7530— 
7534 

Blalock JE, Smith EM: Human leukocyte interferon: structural 
and biological relatedness to adrenocorticotropic hormone 
and endorphins. Proc Natl Acad Sci USA 1980; 77:5972— 
5974 

Smith EM, Meyer WJ, Blalock JE: Virus-induced corticoster- 
one in hypophysectomized mice: a possible lymphoid adrenal 
axis. Science 1982; 218:1311—1312 


Anl. FPOD...Lilcan.. 144.0 Q.xe-L. 1007 
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Research on the American Indian Child 
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American Indians are the most severely 
disadvantaged of any population within the United 
States. By adolescence, Indian children show higher 
rates of suicide, alcoholism, drug abuse, delinquency, 
and out-of-home placement. School achievement is 
severely compromised, and many youths drop out 
before graduation from high school. The Indian 
child understands the environment through intuitive, 
visual, and pictorial means, but success in the Anglo 
school is largely dependent on auditory processing, 
abstract conceptualization, and language skills. This 
difference compounds existing problems of poverty, 
dislocation, alienation, depression and 
intergenerational conflict and can partially account 
for the higher rate of emotional and behavioral 
problems among Indian adolescents. 

(Am J Psychiatry 1987; 144:1135-1142) 





O n the whole, American Indian tribes are remark- 
able in that they have withstood attempts at 
extermination, removal from their traditional lands, 
extreme poverty, deployment of their youth to board- 
ing schools, relocation policies, and, last but not least, 
the white man’s poison—alcohol. In spite of this, the 
tribes remain ethnically distinct in cognitive style, 
language forms, art, and culture. Although there are 
many similarities among tribes and, in this article, 
Indians will frequently be referred to as a homoge- 
neous people, the tribes are actually quite heteroge- 
neous. 

For centuries, American Indians have existed as 
hunters and gatherers, living off the none-too-fertile 
land. They became uniquely adapted to that style, 
developing skills which enabled them to survive. Now, 
American Indians are expected to “acculturate,” 
which may mean abandoning all that is sacred and 
unique in their traditional life style. This expectation 
entails considerable stress and the risk of identity 
diffusion. The plight of the partially acculturated Amer- 
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ican Indian is epitomized by the Iroquois saying, “One 
cannot long have one’s feet placed in two canoes.” 
This quotation, in itself, is a succinct graphic meta- 
phor, creating in our minds a rich visual picture of a 
concept that would entail many words. The graphic 
metaphor is also the cognitive language of the Ameri- 
can Indian. 

In 1900 there were 220,000 Indians in the United 
States; today there are somewhere between 1 and 2 
million Indians in approximately 400 recognized 
tribes, 180 of which have a land base such as a 
reservation. One-third of the Indian population live on 
reservations, one-third are urban, and one-third move 
back and forth between town and reservation (1). The 
median age of the Indian population is 17.3 years; in 
the United States as a whole the median age is 29.5 
years (2). This discrepancy is primarily accounted for 
by the birth rate among Indians, which is twice as high 
as that of the country at large. The death rate in certain 
age groups is also extraordinarily high: among 5— 
24-year-old Indians the death rate is two to three times 
higher than it is in the United States as a whole (3), and 
the infant mortality is the highest of any ethnic group 
in the United States. Twenty percent of all deaths 
among American Indians occur in infants and young 
children (2). 

The disability rate among American Indians is four 
to six times the national average. Diabetes and the 
complications of alcoholism are the sources of the 
greatest disability among adults, and hepatitis B infec- 
tion and otitis media contribute to children’s disabili- 
ties (2, 4). The average income of Indian families is 
$2,000/year, far below the poverty level. On the 
reservation, the mean average income is only $900/ 
year, well below a bare level of subsistence. Of neces- 
sity, many Indians continue to supplement this meager 
allotment through hunting and gathering. The overall 
unemployment rate is 40%, but it is as high as 75%— 
9096 on some reservations (1). Thus, the American 
Indian is the most severely disadvantaged population 
within the United States. 


MENTAL HEALTH PROBLEMS AMONG INDIAN 
CHILDREN 


The overall rate of emotional disorders in childhood 
among American Indians is 20%—25% (2), compared 
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with 595—1596 among children in the Anglo popula- 
tion. However, these figures must be held suspect 
because national statistical comparisons are usually 
based on small-scale tribal studies and rates of emo- 
tional disorder vary dramatically among tribes and 
among regions. However, there does seem to be a 
fascinating pattern of variance—among Indian chil- 
dren 5—9 years old, the rate of emotional disturbance is 
approximately the same as it is in the majority culture; 
problems consist of both learning and behavioral 
difficulties (5). Between ages 10 and 14 the emotional 
disorder rate in Indian children begins to escalate and 
includes delinquency and drug use as well as learning 
and behavioral problems. Whereas only 9% of youths 
in the majority culture have abused inhalants, 2296 of 
Indian youths have abused them (6). By far the greatest 
number of emotional problems occur between ages 15 
and 19: problems of drug and alcohol abuse and 
delinquency in males and unwanted pregnancy, alco- 
hol abuse, and suicide attempts in females (5). Many 
authors (2, 7, 8) have described profound alienation 
and depression in Indian adolescents, although, once 
again, there is marked variation between tribes. 

Alcohol abuse is an extensive and pervasive problem 
for the Indian. The overall rate of alcoholism is two to 
three times the national average (9, 10), although the 
rate varies widely among tribes. The rate of recent 
alcohol use is 50% among Indian adolescents and 
20% in the majority culture (6). It is not uncommon to 
find children as young as 6 years old already drinking 
alcohol (11). Among adolescents, alcoho! abuse is a 
normative pattern that facilitates interaction (5) and 
reduces psychological distress (8). To refuse a drink 
when it is offered is to insult the one who offers; the 
person who refuses is thought to be acting superior, 
like a white man (12). Solitary drinking is infrequent, 
but rapid drinking to become intoxicated is common. 
In some areas, being drunk becomes equivalent to 
being possessed by a spirit, which relieves the intoxi- 
cated person from responsibility for antisocial acts 
(13). Because of the cultural policy of noninterference, 
adults seldom intervene in the drinking behaviors of 
their children. 

Associated with alcohol abuse is an inordinate num- 
ber of accidents: 7596 of accidents are alcohol related, 
8096 of suicides are alcohol related, and 9096 of 
homicides are alcohol related (14). In addition, alco- 
hol-abusing adolescents often become alcoholic par- 
ents who tend to neglect their children and become 
involved in domestic violence (11). They are also three 
to four times as likely as members of the majority 
culture to succumb to cirrhosis of the liver and other 
complications of alcohol abuse (14). The suicide rate 
among Indians peaks in the adolescent and young 
adult years (15, 16) and is the second major cause of 
death in adolescence. There is substantial variation 
among tribes (15, 17); rates are higher in dislocated 
tribes where members are unable to practice the tradi- 
tional life style. The suicide rate has remained low on 
a few reservations where traditional practices are 
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maintained and where adolescents can attend school 
and work within the tribal community (18). 

During adolescence, 12 of every 100 Indian youths 
and 2.5 of every 100 adolescents in the majority 
culture appear in court. The Indian youths are more 
likely to appear because of misdemeanors or petty 
offenses that are alcohol related (19). When the court 
appearances are controlled for alcohol intoxication, 
the rates are approximately the same in both cultures 
(9). 

In spite of a common assumption to the contrary, 
very few Indian children are abused: 6.5/1,000 Indian 
boys and 2.7/1,000 Indian girls suffer maltreatment, 
compared with 13/1,000 black children and 15/1,000 
white children (20, 21). Physical punishment is 
frowned upon in most Indian communities, and chil- 
dren are protected through informal placement within 
the extended family, a major resource for Indian 
youngsters. Most maltreated Indian children are ne- 
glected rather than physically abused (20), which is not 
surprising given the level of poverty on Indian reser- 
vations. In addition, Indian parents may be interpreted 
as neglectful by Anglo agency workers because of 
cultural differences (22). In some instances, the mal- 
treatment is directly related to the alcohol abuse of one 
or both parents. 

In spite of the lower rate of child maltreatment, five 
to 20 times as many Indian children as children in the 
culture as a whole are in out-of-home placements (23, 
24). In 1976, almost 50,000 Indian children resided in 
boarding schools, foster homes, and adoptive homes 
(25). As many as 85% of these placements were in 
non-Indian residences (23), thus occasioning a pro- 
found rupture of cultural ties (26). "Poverty" was the 
most frequent rationale for out-of-home placement 
(27). Placement in boarding schools has been related to 
the unavailability of day schools in isolated areas of 
reservations, especially among the Navajo, 10,000 of 
whose elementary schoolchildren are now boarded (4). 
Other students are at boarding school because of the 
lack of adoptive or foster home placements for older, 
often psychiatrically disturbed, youths. The rate of 
psychiatric disorders is higher among children placed 
outside their homes (28; unpublished 1978 paper by 
M.D. Topper), but this may be either a cause or an 
effect of the placement. To date there has been no 
controlled outcome study of out-of-tribe versus in- 
tribe placement and how this variable might influence 
the quality of attachment and incidence of emotional 
disorder. 

Many Indian children who live in isolated villages 
are never registered in public school but are taught by 
using whatever resources are available. A number of 
other children are enrolled in school but do not attend 
due to lack of transportation or insufficient motiva- 
tion. It is likely that children who do attend school will 
drop out before finishing the program. The dropout 
rate in boarding school is 60% (29), in high school it 
is almost 50%, and in college it is 70% (30). There 
have been fewer Indian youths enrolled in government- 


Am I Peuchiatr 144.0. Sontemhor 1987 


funded boarding schools in the past decade, and there 
has been an effort to improve the quality of life of the 
Indian child who boards (31). However, as many as 
75% of the boarders are said to suffer from emotional 
problems, alienation, and feelings of defeat and help- 
lessness (32), perhaps related to the austere environ- 
ment and to the children’s attempts to match tradi- 
tional values with those expected within the boarding 
school. When this is not possible, the result is a pat- 
tern of superficial responsiveness (33, 34). School 
dropouts often return to the reservation. These indi- 
viduals may be reintegrated and lead productive lives, 
or they may continue to “drop out” on the reservation 
because of alcoholism, depression, and vocational 
failure. 

To grow up as an Indian child is to grow up as a 
member of an extraordinarily disadvantaged minority. 
The pervasive emotional, physical, and social disabil- 
ities create a legacy of hopelessness and helplessness 
from which Indian youths must struggle to emerge. 
These disabilities stand as the penultimate predictors 
of a problematic future. 


ACCULTURATION STRESS 


Acculturation is a critical process that involves mul- 
tiple variables at the cultural, ethnic, interpersonal, 
and intrapersonal levels. Adaptive acculturation can be 
achieved by two means: by assimilation into the dom- 
inant culture, which means that one’s original cultural 
identity is relinquished, or by integration, which means 
that the original cultural identity is retained. Assimila- 
tion and integration are considered adaptive ap- 
proaches. The most maladaptive approach is the rejec- 
tion of either the original or the dominant culture. 
Some individuals and groups become marginal, exist- 
ing apart from either society. Although stress is not an 
inevitable concomitant of acculturation, it is accentu- 
ated when the cultural distance between the two 
groups is great and the insistence on change is strong 
(35). Greater stress is found in groups who resemble 
the majority culture the least, who do not have a great 
deal of contact with the majority culture, and who 
have been uprooted so that their traditional and social 
supports are disrupted. By these measures, Indians 
suffer considerable stress if they remain on the reser- 
vation with little cultural interchange and if they 
migrate to cities or are relocated away from their 
traditional lands. 

Stress experienced by the family affects the children. 
Boggs (36), in a study of the Ojibwa, found that the 
children of “somewhat acculturated” families were 
more passive and less responsive than children of 
either traditional or acculturated families. The parents 
of somewhat acculturated children interacted less in 
the home and appeared less involved with the children. 
This may be an early symptom of an important 
component of acculturative stress: intergenerational 
conflict. Young people acculturate more rapidly as 
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they attend school and have greater contact with the 
majority culture. Because of their age, young people 
may be more open to change than are their parents. 
Parents feel abandoned and devalued in response to 
their children's greater acculturation. Studies of accul- 
turating Hispanic families (37) demonstrated that the 
families with the greatest intergenerational conflict 
evidenced the most serious symptomatic behavior. 


TRADITIONAL VALUES 


If Indians, in the process of acculturation, espouse 
Anglo ways, they find themselves in conflict with the 
tribe. If they remain traditional, they may find them- 
selves in conflict with the dominant culture, especially 
in the areas of sharing, allegiance, respect for elders, 
noninterference, orientation to present time, and har- 
mony with nature. 


Sharing 


Indian children are taught to share; competitive 
striving is inhibited and generosity is encouraged (38). 
Children are unwilling to compete because they do not 
wish to shame the person who loses. Children playing 
baseball on the Papago reservation hit the ball as many 
times as necessary. The score is not kept and team 
members are not selected on the basis of skill. Because 
of their reluctance to compete, Indian children in 
Anglo schools are often labeled as unmotivated or 
alienated. The reluctance to compete is situation spe- 
cific; Indian children can be as fiercely competitive as 
anyone else when circumstances are conducive. 


Allegiance 


Allegiance is to the family and the community rather 
than to the self. The youth who excels in terms of 
personal achievement may be ridiculed and rejected 
within the tribe. The following example was provided 
by G. Krutz. 


Case 1. At 17 years of age, Charlie was about to graduate 
from high school. He was an excellent boxer and had 
become the state boxing champion. During a school assem- 
bly, the principal gave Charlie a special award accompanied 
by a long, impassioned congratulatory address. On the way 
out of the auditorium, a group of other Indian boys jumped 
on Charlie and pummeled him soundly. Charlie dropped out 
of school even though there was but 1 month to graduation. 


Respect for Elders 


Children are taught not to question or to look 
directly at adults because this would be disrespectful. 
As this principle also applies to teachers within the 
school system, Indian children have been described as 
withdrawn, shy, or uninterested because they avoid 
eye contact and do not speak up (39). 
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Noninterference 


Indian children are not perceived as the property of 
their parents but as autonomous, equal individuals 
(40) who progress in life at their own inimitable pace 
and who are responsible for their own choices. Thus, 
toddlers choose when to eat or to sleep and grade- 
school children may choose not to attend school. 
Older children may travel to the medical clinic by 
themselves (26) and may decide whether to have 
elective surgery (41). Since there is no “right” way to 
raise children, parents do not interfere with the expect- 
able course of development (42, 43). Training in 
developmental tasks is encouraged and rewarded but 
not consciously taught or forced (unpublished 1967 
report by J. Ablon et al.). Thus, many Indian parents 
have been described as neglectful or uninvolved when, 
in fact, they are concerned with their children’s well- 
being (22). l 


Orientation to Present Time 


Indian children may not arrive at school on time, 
and Indian youth may not complete assignments or 
report for work as scheduled. These children, espe- 
cially the girls, tend to live in and to value present time; 
deadlines are markers of future time (33; unpublished 
1967 report by J. Ablon et al.). The following case 
vignette was supplied by G. Krutz. 


Case 2. An Indian Health Service official received autho- 
rization for a mental health services contract, to be offered to 
the Papago Tribal Council. He presented the document to a 
Tribal Council member who was also an old friend. After 
perusing the document, the Indian representative indicated 
that he would “see about it.” Six months passed. Because 
there was a deadline on the contract the Health Service 
official received many memos, but he refused to pressure or 
even to recontact his friend. In the meantime, the Tribal 
Council member was sitting with various families to discuss 
the pros and cons of mental health services in general. 
Finally, several months after the original deadline, he pre- 
sented the signed contract to the Indian Health Service 
official. 


Because of this disregard for deadlines, Indians have 
often been thought to be lazy or irresponsible. How- 
ever, an Indian’s disregard for deadlines is also context 
dependent, and the context often does not favor the 
Indian. f 


Harmony With Nature 


To the Indian, life should be an unhurried, natural 
progression (unpublished 1967 report by J. Ablon et 
al). White men are viewed as tampering with and 
distorting nature. Disease, death, and disability are 
accepted as milestones in the course of life’s progress. 


Case 3. A new, rather officious medical social worker on 
an Indian reservation attempted to convince the women that 
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their children should receive polio vaccine. In spite of her 
well-prepared presentation, which included statements like 
“You don’t want them to get polio, do you?” the women did 
not bring their children to the clinic. They listened politely 
and sometimes giggled among themselves. Two years later, 
the social worker learned through another professional that 
the women had named her “Woman Who Can’t Stop 
Talking.” 


Because of Indians’ apparent disregard for the prin- 
ciples of the majority culture, they can be perceived as 
disconnected or as uncaring and irresponsible. 


THE VISUAL MODE 


An important and hitherto poorly understood 
source of acculturation stress is the differing cognitive 
style of American Indians. For centuries, the Indian 
peoples depended on the visual pathway. They fol- 
lowed animals by sign and track and memorized facets 
of the territory. Blending with the landscape, they 
moved silently through the forest to avoid their ene- 
mies. The women were able to single out edible plants 
from a mass of vegetation. Indians predicted changes 
in the weather and the migration of animals by study- 
ing the sky and the earth. The principle of observation 
was central in the culture. 

The virtue of silence has been taught to Indian 
children from earliest infancy. Among the Plains Indi- 
ans, when a newborn baby cried the parent would 
place a hand over the infant’s nose so that the mouth 
would be needed for breathing (44). Chinese and 
Navajo infants will accept a cloth over the nose 
without protest, whereas Anglo and black infants will 
fight the cloth; they struggle and turn away. Certain 
Indian tribes use cradle boards, which inhibit the 
infant’s movement toward objects (44) and may en- 
hance the practice of looking at objects rather than 
grasping them. In some tribes, such as the Papago and 
the Yaqui, there is little conversation in the home. 
When children begin to speak, baby talk is discouraged 
and the child is expected to enunciate properly (40). 
Naughty children are shamed or ignored rather than 
talked to or yelled at as they would be in Anglo homes. 
Siblings and peers often teach younger children by 
nonverbal encouragement and example (unpublished 
1978 paper by M.D. Topper). Societal norms may be 
presented through fables that are memorized and 
handed down from generation to generation. When a 
fable is related, children are encouraged to listen, to be 
sensitive to what others think, and to obey rather than 
to ask questions (45). Traditional ceremonies are 
passed down the generations through participation 
and example (unpublished 1978 paper by M.D. Top- 
per). Learning is by trial and error. An Anglocized 
adolescent’s questioning an elder becomes a source of 
frustration and bewilderment, and the youth may be 
sharply criticized. 

The construction of the Indian language is unlike 
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that of the English language. Indian children’s facility 
in English is among the poorest of any group in the 
United States; this is so even when they are reared in 
homes where English is spoken (40). The emphasis on 
observation and form is reflected in the language. For 
instance, in the Navajo native tongue the verb form 
may depend on the shape of the object of reference 
(46). Languages that stress form do not lend them- 
selves readily to verbal abstractions, but they do 
augment the development of strategies involving the 
visual (graphic) metaphor, which can be viewed as a 
visual abstraction. Thus, it is extraordinarily difficult 
to translate abstractions between the Navajo and the 
English languages. Indian children may excel at the 
visual mode. For instance, Navajo children begin to 
sort by form rather than by color at an early age, 
attaining these norms in advance of other children. 
The most pronounced tendency to sort by form is 
found among the children who speak only Navajo 
(47). 

There is evidence that the basic cognitive develop- 
ment of Indian children approximates that of the 
children of the majority culture; Piagetian tasks are 
attained at the expectable ages (48). Paiute children 
under age 2 meet expectable norms on the Gesell 
Developmental Profile, but their performance begins to 
decline as the verbal content of the scales becomes 
more prominent with increasing age (49). Choctaw 
Indian infants perform well above average on the 
Bayley Scale of Infant Development, a nonverbal mea- 
sure, but fall below the average when they are tested 
later on by the McCarthy Index, a verbal measure 
(unpublished 1975 report by P. Quigley). 

Indian children produce consistently low scores on 
the verbal scales of intelligence tests, but their scores 
on the performance scales approximate the norms of 
the majority culture. Boys tend to score approximately 
5 points lower on the verbal scales. Children enrolled 
in certain Head Start programs have demonstrated 
marked gains (unpublished 1966 paper by H.L. Sas- 
low), but these are not maintained when they enter the 
regular school system (50, 51). However, in regular 
schools, Indian children most often are taught by 
teachers who cannot speak their native tongue and 
who, in a subtle fashion, may be prejudiced against 
them. 

That Indian children score within the average range 
on performance scales suggests that the Indian child’s 
intelligence is intact but that our assessment instru- 
ments are biased toward verbal rather than perform- 
ance skills. The tests are not culture free but depend on 
the language skills, competitive stance, and motivation 
of the children who are tested. However, in the dom- 
inant culture of the United States, academic and voca- 
tional success is largely dependent on language skills. 
Not only do Indian children not acquire language skills 
easily, but they become enmeshed in a cycle of depres- 
sion, discouragement, and alienation that further im- 
pairs their test-taking ability. On the other hand, it has 
been shown that the performance of Indian children on 
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some subtests of the Wechsler test can be enhanced 
when the examiner communicates warmth nonverb- 
ally (52). 

On entering school, Indian children experience prob- 
Jems with language, auditory association and memory, 
grammatic closure and auditory processing, reading, 
and verbal discrimination (53—55). Not only have a 
great many of the children not been exposed to English 
before entering school (56), but they may be totally 
unprepared to acquire English because of the different 
structure of the two languages. Problems in acquiring 
English are augmented by the fact that the Indian child 
has been trained to respect adults by not asking 
questions and by not looking directly at them. Thus, 
Indian children remain largely dependent on nonverbal 
clues to understand their environment, and they may 
appear passive and uninvolved in the learning process. 

e impairment in acquisition of language, auditory 
processing, and conceptualization has profound and 
persistent consequences, including the recently demon- 
strated strong association between language disorders 
and psychiatric problems (57). 

In spite of difficulties with the auditory pathway and 
language, Indian children demonstrate an unusual 
ability to memorize visual patterns, visualize spatial 
concepts, and produce descriptions that are rich in 
visual detail and the use of graphic metaphors (58). 
Unfortunately, these skills count for little in the Anglo 
school system if the child is unable to remember or 
process verbal content. Indian children are hard put to 
recall content that is presented verbally and not por- 
trayed visually (59). These deficits seem fundamental 
to what has been called the “crossover phenomenon” 
by which Indian children appear to do well in school 
until the third grade only to begin a progressive 
downhill course (9, 34). The higher the grade level that 
Indian children achieve, the greater is their lag in 
performance (30). 

Indian children’s representational function scems to 
be mediated visually rather than linguistically (59), 
and Indian children do not spontaneously analyze their 
experience in verbal terms (60) but, rather, absorb the 
experience as a whole, using intuitive, "right brain” 
mechanisms (61). They do not formulate or use logical 
constructs as their Anglo age-mates do but, on the 
other hand, are more aware of their environment (40, 
62). The cards seem to be stacked against Indian 
children from the time they enter school, and their 
achievement deficits become increasingly apparent as 
they move through the school system. Achievement 
and emotional problems are interrelated—it is the 
children with low achievement scores who exhibit 
anomie and low self-esteem (34), and preschoolers 
with signs of emotional disturbance are more likely to 
see themselves as poor learners (63). The dissonance in 
cognitive style between the Indian child and the Anglo 
school must be a precipitating factor in the emergence 
of emotional problems, depression, hopelessness, al- 
ienation, and behavioral difficulties found among older 
Indian children and adolescents. 
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INFECTIOUS AND NUTRITIONAL PROBLEMS 


According to earlier estimates (64), 75% of all the 
Indian children were said to fall in the retarded range. 
Currently, 33% of Indian children are thought to have 
learning disabilities and 19% fall into the mentally 
retarded range (65), although even this figure is 
thought to be substantially influenced by cultural 
deprivation and test bias. The rate of learning prob- 
lems and retardation is related to the fact that otitis 
media and nutritional problems are endemic on many 
reservations. A direct and significant relationship ex- 
ists between the number of episodes of otitis media and 
the degree of hearing deficit and lower verbal scale 
scores on the WISC (66, 67). Most Indians living on a 
reservation are dependent on government surplus 
foods, which are high in carbohydrates and fats and 
low in protein and certain essential vitamins. Fruits, 
meats, and vegetables may be in short supply, too 
expensive, or unattractive to the Indian; this contrib- 
utes to the incidence of malnutrition. Studies relating 
nutritional status with IQ and school performance 
certainly are in order. 


FUTURE RESEARCH DIRECTIONS 


Certain ethical considerations must be resolved be- 
fore one considers directions for research. Historically, 
we have expected American Indian children to re- 
nounce the traditional way in order to acclimate to the 
majority culture. Children as young as 6 years old have 
been removed from their families and placed in gov- 
ernment boarding schools so they might learn the 

“right” way; other children have been adopted by 

Mormon families interested in saving the “poor In- 
dian" (unpublished 1978 paper by M.D. Topper). 
Should we continue our pressure cooker methods to 
coerce Indians to acculturate or should we promote the 
freedom of movement between cultures that would 
foster mutual enrichment? Clearly needed is a social 
policy that enhances constructive interchange, pro- 
vides'social supports, and militates against dislocation. 
Fortunately, individuals from among traditional and 
acculturated groups of Indians have emerged to be- 
come social and political activists. Organizations such 
as the Association on American Indian Affairs are 
lobbying to facilitate change, to increase funding, and 
to bring the control of social and political affairs back 
within the tribal community. 
. The complexity of the needs of various Indian 
groups indicates that we must place our feet squarely 
in three canoes: prevention, prediction, and interven- 
tion. 


Prevention 
Mental retardation and learning disability can be 


prevented to some extent. Otitis media and inadequate 
nutrition. are likely culprits that need to be better 
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defined and remedied. The Indian child's problem in 
acquiring language skills may stem from adaptive, 
genetic, or early environmental factors. Early environ- 
mental bases such as diminished use of language in the 
home may be ameliorated through early stimulation 
programs in which parents are encouraged to use 
language in interacting and playing with preschool 
children. It goes without saying that such programs 
will fail without substantial parent education and 
involvement as well as tribal endorsement. This cannot 
be achieved solely through the provision of govern- 
ment funding but needs to be implemented by Indian 
developmental specialists committed to the growth 
and well-being of the Indian people (68, 69). Indians 
themselves must determine their own priorities with 
respect to life style, occupational and social roles, the 
educational process, and the kinds of personal and 
social problems to be addressed by mental health 
professionals. No one other than the Indian people 
should determine how the individual, the tribe, and the 
nation should integrate with the majority culture and, 
at the same time, resist engulfment. 


Prediction 


If predictors of later social, emotional, and behav- 
ioral problems can be established for Indian children, 
appropriate interventions are more likely to evolve. 
Areas of investigation must include adaptive, genetic, 
and early environmental factors. This would necessi- 
tate a longitudinal study to compare the development 
of children reared on the reservation in the natural 
home with children adopted early in life and reared off 
the reservation in non-Indian families. Such a study 
would need to control for family disruption, number 
of child placements, socioeconomic status, adequacy 
of schooling, etc. 


Intervention 


Programs need to be developed to provide special- 
ized aids to enhance the acquisition of language 
through developing diverse instructional approaches 
that combine visual, observational, and exploratory 
methods (59). These programs would also build an 
active, problem-solving approach to the acquisition of 
English (70) during early preschool and grade-school 
years. Teachers from the Indian culture or teachers 
knowledgeable about the Indian culture would be 
needed to offer interpersonal support, identification, 
and inspiration. 

Programs to maximize the inherent potential of the 
Indian child should emphasize strengths rather than 
weaknesses, building on the exceptional abilities of the 
Indian child by individualized programs to develop 
fine motor, classification, visual-spatial, and visual- 
memory skills. Occupational training and fifth-path- 
way programs that begin in grade school might pre- 
pare Indian children for eventual success in such areas 
as forestry, art and design, interior decoration, crafts, 
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curatorship, ethnology, agriculture, and transporta- 
tion. 


CONCLUSIONS 


A visually based cognitive style is an additional 
liability for the Indian child in the Anglo system. This 
problem, coupled with extreme physical, economic, 
and acculturation stressors, must contribute to the 
immense emotional and behavioral difficulties found 
among Indian children and adolescents. 
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Use of Caffeine to Lengthen Seizures in ECT 


Philip E. Hinkle, M.D., C. Edward Coffey, M.D., Richard D. Weiner, M.D., Ph.D., 
Martha Cress, R.N., and Caron Christison, M.D. 





During a course of ECT, seizure duration may 
become too brief for clinical benefit. Use of 
higher-energy stimuli may lengthen seizures but may 
also increase the risk of toxicity, and it is not 
possible when maximum settings are reached. The 
authors present the cases of six drug-free depressed 
inpatients whose seizure durations in ECT declined 
despite maximum settings on three different ECT 
devices. In all cases, pretreatment with caffeine 
lengthened seizures (mean increase=107%), and 
clinical improvement followed. Caffeine was well 
tolerated, even in patients with cardiovascular 
diseases. 

(Am J Psychiatry 1987; 144:1143-1148) 





decline in seizure duration during a course of 
ECT is common and may result in brief or missed 
seizures and limited clinical benefit (1-4). The typical 
clinical approach to avoiding these brief seizures (de- 
fined somewhat arbitrarily as 25 seconds or less) (2, 3) 
is to increase the electrical energy of the ECT stimulus 
(2). A higher-energy stimulus may produce more en- 
cephalopathic side effects, however (1, 5), and is not an 
option when the ECT device is already at maximum 
settings. 
Shapira et al. (6) reported that intravenous caffeine 
pretreatment increased ECT seizure duration in a 
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patient with a history of nonresponse to ECT. Subse- 
quently, we administered intravenous caffeine to six 
depressed inpatients receiving ECT whose seizure du- 
rations were declining despite maximum settings on 
three different commercially available ECT instru- 
ments. In each case, the use of caffeine resulted in a 
marked lengthening of the seizure and all patients 
experienced a clinical remission of their depression. 


METHOD 


All of the patients in the cases we shall describe were 
inpatients with a DSM-III diagnosis of major depres- 
sion who had been referred for ECT. Before beginning 
ECT, each patient was carefully evaluated for general 
medical and neurological disease, and all psychotropic 
medications were discontinued. Doses of medications 
for systemic illness (e.g., antihypertensives, antiar- 
rhythmics) were held constant throughout the course 
of ECT. 

The ECT technique was similar for all patients. ECT 
was administered three mornings a week—Monday, 
Wednesday, and Friday—in a special ECT suite. Pa- 
tients received anticholinergic premedication with gly- 
copyrrolate, 0.002 mg/lb. i.m., at least 30 minutes 
before ECT. Anesthesia was induced with methohexi- 
tal sodium, 1 mg/kg i.v., followed by succinylcholine, 1 
mg/kg i.v., to produce subtotal neuromuscular block- 
ade. All patients were given 100% oxygen by mask, 
and once they were apneic, their respirations were 
maintained at 20—25 per minute with positive pressure 
ventilation by bag. Blood pressure, pulse, and respira- 
tory rate were measured immediately before adminis- 
tration of the anesthetic (baseline) and then at 30, 60, 
180, and 300 seconds after the ECT stimulus. For each 
interval the rate-pressure product, the product of pulse 
and systolic blood pressure, was calculated to provide 
an index of myocardial oxygen consumption (work 
load) (7). The largest product during the 5-minute 
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interval was taken as the maximum rate-pressure 
product. All patients were monitored with ECG and 
one-channel EEG. 

Choice of stimulus electrode placement was made by 
the attending physician. For unilateral nondominant 
ECT, the D’Elia placement (8) technique was used. 

The ECT stimulus was administered initially by one 
of two brief-pulse devices: the MECTA Model C 
(N=5) or the Thymatron (N=1). These devices deliver 
a maximum energy output of 59.1 J and 99.8 J, 
respectively, at a typical impedance of 220 Q. Starting 
stimulus settings for each of the devices were chosen 
empirically to elicit seizures of 30—100 seconds (2). In 
order to allow for the delivery of greater stimulus 
energy during the course of therapy, one patient was 
switched from the MECTA C to the Thymatron and 
one patient from the MECTA C to the Medcraft B-24 
device (the latter delivers a sine wave stimulus with a 
maximum energy output of 131.4 J). 

For each ECT treatment, seizure duration was de- 
termined from the one-channel EEG according to 
standard criteria (2). If a seizure of less than 30 
seconds occurred, the stimulus settings were increased 
one or two increments (10%—25%) and the patient 
was restimulated within 30—60 seconds of termination 
of the previous seizure. No more than two restimula- 
tions were administered during any one treatment 
session. If a single stimulation at maximum settings on 
a given device elicited a seizure of less than 30 seconds, 
double sequential stimulation (i.e., immediate restim- 
ulation) at the maximum settings was occasionally 
used. Any prolonged seizure of more than 200 seconds 
(9) was terminated with methohexital sodium admin- 
istered intravenously. 

When brief seizures (less than 30 seconds) or a 
considerable, progressive decline in seizure duration 
occurred after stimulation with maximum machine 
settings, a trial of intravenous caffeine sodium benzo- 
ate was given at the next ECT session. A starting dose 
of 500 mg of caffeine was chosen on the basis of the 
report of Shapira et al. (6). After baseline vital signs 
were obtained, caffeine was administered by means of 
an intravenous push over 60 seconds. Vital signs were 
obtained again 2 minutes after the caffeine infusion 
was completed; during this interval, patients were also 
observed for evidence of psychomotor agitation and 
questioned regarding any symptoms of anxiety or 
dysphoria. The anesthesia, muscle relaxant, and oxy- 
gen were then administered as we have described. The 
delivery of the electrical stimulus occurred 5 minutes 
after completion of the caffeine infusion. 


CASE REPORTS 


Case 1. Mr. A, a 56-year-old right-handed man with 
recurrent major depression according to DSM-III criteria, 
had been unresponsive to drug therapy. His active medical 
illnesses included coronary artery disease with a myocardial 
infarction 11 months previously, hypertension, insulin-de- 
pendent diabetes mellitus, and chronic alcohol abuse. His 
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medications at the time of ECT included nifedipine, atenolol, 
digoxin, sublingual nitroglycerin, and isophane (NPH) insu- 
lin. 

Mr. A was started on a series of pulse (MECTA C) 
unilateral ECTs (figure 1, case 1), but at each ECT he 
required restimulation at higher energy settings because of 
brief seizures. By ECT 4, the machine was on maximum 
settings and the seizure duration was only 32 seconds. At 
ECT 5, he was switched to the Medcraft device to allow for 
delivery of greater stimulus energy. By ECT 7, there had been 
little clinical improvement, so a switch to bilateral ECT was 
made. Over the next several ECTs, Mr. A continued to have 
relatively short seizures, despite maximum machine settings 
and double sequential stimulations. He remained depressed 
and began to complain of memory disturbances; he was 
noted to be more confused after each ECT. At ECT 13, 
caffeine, 500 mg i.v., was administered, which resulted in a 
108% increase in seizure duration. The caffeine was well 
tolerated and was not associated with any complaints of 
anxiety or change in mood during the infusion. The maxi- 
mum rate-pressure product for the ECT with caffeine was 
29,484; it was 20,020 for the preceding (12th) ECT session. 
The use of caffeine was not associated with any major 
cardiac complaints or ECG changes during the course of 
therapy. At ECT 14, a placebo (4 cc of normal saline) was 
substituted for caffeine, and the seizure duration fell to 35 
seconds. By the time of this treatment, Mr. A evidenced 
marked confusion and had complaints of memory distur- 
bance, and the ECT was discontinued. Over the next several 
days, the delirium cleared and the patient's depression was 
much improved. 


Case 2. Ms. B, a 70-year-old right-handed woman, had a 
45-year history of recurrent depressive episodes and DSM- 
III major depression with psychotic features of 3 months’ 
duration. She had not responded to drug therapy. Her active 
medical illnesses included hypertension, subcortical arterio- 
sclerotic encephalopathy (10), tardive dyskinesia, and glau- 
coma. Her medications during ECT included atenolol, pilo- 
carpine, and timolol ophthalmic drops. 

A course of bilateral pulse ECT (figure 1, case 2) with the 
Thymatron device was initiated, but by ECT 3, Ms. B 
required maximum stimulation (100%) to elicit seizure 
durations of at least 30 seconds. Seizure duration continued 
to decline, however, until ECT 6, when caffeine, 500 mg i.v., 
produced a 121% increase in seizure length. The same dose 
of caffeine produced a somewhat shorter seizure at the next 
ECT. Therefore, at ECT 8, the dose of caffeine was increased 
to 750 mg, resulting in a further 83% increase in seizure 
length. This dose was repeated at the final ECT, with a 
modest decline in seizure duration. 

Ms. B had an excellent clinical response to the course of 
ECT; she complained of mild short-term memory distur- 
bance but showed no evidence of prolonged confusion from 
any of the ECTs. She tolerated the caffeine without any 
complaints of anxiety or dysphoric mood. The maximum 
rate-pressure product occurred at ECT 8, when caffeine, 750 
mg, produced a rate-pressure product of 17,100. For the 
other three ECTs with caffeine, the maximum rate-pressure 
products were no different from those obtained without 
caffeine. At no time were any of the caffeine-ECT treatments 
complicated by clinically significant cardiac complaints or 
ECG changes. 


Case 3. Ms. C, a 57-year-old right-handed woman with a 
10-year history of recurrent psychotic depression, was re- 
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FIGURE 1. Effect of Caffeine on ECT-Induced Seizure Duration 
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ferred for ECT with a DSM-III diagnosis of major depres- 
sion with psychotic features of 3 months’ duration. Her 
active medical problems included angina, hypertension, ar- 
teriosclerotic encephalopathy, and tardive dyskinesia. Her 
medications during ECT included triamterene/hydrochloro- 
thiazide, nitroglycerin paste, and diltiazem. 

Ms. C received an initial trial of seven pulse (MECTA C) 
bilateral ECTs (figure 1, case 3). Despite an excellent clinical 
response, she had a rapid relapse while still hospitalized, 
which necessitated resumption of the ECT series 3 weeks 
later. By ECT 9, a progressive decline in seizure duration 
required restimulation at maximum machine settings. Caf- 
feine, 500 mg i.v., produced a 66% increase in seizure 
duration at ECT 10, but this effect was lost at ECT 11. The 
dose of caffeine was therefore increased to 750 mg at ECT 
12, which resulted in a 71% increase in seizure duration. At 
this time, Ms. C was clinically euthymic; she showed no 
evidence of prolonged confusion but did complain of mild 
memory disturbance. 

The caffeine-ECT treatments were not associated with any 
complaints of anxiety or dysphoric mood. The maximum 
rate-pressure product for the ECT before caffeine was given 
(ECT 9) was 17,270. The maximum rate-pressure products 
were 17,612 and 21,971 at a caffeine dose of 500 mg; at a 
dose of 750 mg, the rate-pressure product increased to 
26,920. 


Case 4. Mr. D was a 79-year-old man with dementia and 
a 3-month history of DSM-III major depression with mel- 
ancholia that was unresponsive to drug therapy. Mr. D had 
had a previous left hemispheric infarction with no residual 
neurologic deficits, as well as osteopenia and degenerative 
joint disease of the vertebral column, with a previous spinal 
fusion. His only medication was acetaminophen. 

Mr. D was started on a series of pulse (MECTA C) 
unilateral ECTs (figure 1, case 4). When he showed inade- 
quate clinical improvement after 10 treatments, a switch to 
bilateral treatment was made for the rest of the series. 
Despite two restimulations at successively higher settings, he 
did not have a seizure in treatment 11. Maximum settings on 
the MECTA C were used successfully for ECT 12, but they 
failed to produce any seizure in ECT 13. At this point, he was 
switched to the Thymatron at 100% to allow for the delivery 
of greater stimulus energy. The result was a seizure of 83 
seconds; these same maximum settings were used for ne 
remainder of the treatment series. At this point, Mr. 
remained depressed and showed confusion and iunt 
of recent memory. Át treatment 15, caffeine, 500 mg i.v., was 
administered, which resulted in a 20095 increase in seizure 
duration; this was terminated by 35 mg i.v. of methohexital 
sodium. To avoid additional prolonged seizures, the dose 
of caffeine was reduced to 250 mg at ECT 16 and ECT 
17. The apparent dependency of seizure duration on dose 
was confirmed at ECT 18, when 500 mg of caffeine pro- 
duced a seizure of 205 seconds, and at ECT 19, when 250 
mg of caffeine produced a seizure of 50 seconds. At this 
point, Mr. D was no longer depressed, and ECT was 
terminated. 

The ECTs with caffeine were not associated with anxiety 
or dysphoria, and there were no significant cardiac symp- 
toms or ECG changes. The ECTs with caffeine were not 
associated with increases in blood pressure or pulse (maxi- 
mum rate-pressure product=35,850 at 30 seconds after 
stimulation) compared to the ECTs before caffeine (maxi- 
mum rate-pressure product=35, 649 at 30 seconds after 
stimulation). 
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Case 5. Ms. E, a 72-year-old woman, had a 6-month 
history of leg and low back pain and a DSM-III diagnosis of 
major depression, which had been unresponsive to drug 
therapy. In addition, she had a history of hypertension, 
migraine headaches, osteoporosis, and osteoarthritis. Her 
medications at the time of ECT included chlorthalidone, 
atenolol, piroxicam, potassium chloride, L-tryptophan, and 
aspirin. 

Ms. E started a series of pulse (MECTA C) bilateral ECTs 
(figure 1, case 5) and had adequate seizure durations until 
treatment 7, when restimulation at higher settings was 
needed. Seizure durations continued to decline, and for ECT 
9, maximum settings were used. Because of an anticipated 
continued decline in seizure duration at ECT 10, caffeine, 
500 mg i.v., was administered, which resulted in an 82% 
increase in seizure duration. Ms. E made a full clinical 
recovery without evidence of prolonged confusion or com- 
plaints of memory impairment. 

Caffeine sessions were well tolerated and were not associ- 
ated with any complaints of anxiety or dysphoria. There 
were no cardiac complaints or major ECG changes. In the 
first caffeine-ECT session, there was a maximum rate-pres- 
sure product of 14,091; in the previous ECT session it was 
12,648. 


Case 6. Mr. F, a 70-year-old man with clinical evidence of 
dementia, was referred for ECT for treatment of DSM-III 
major depression with psychotic features, which had been 
unresponsive to drug therapy. He was receiving coumadin 
for thrombophlebitis. 

Mr. F was started on a series of pulse (MECTA C) 
unilateral ECTs (figure 1, case 6) and initially had a pattern 
of declining seizure durations. The sixth ECT produced no 
seizure. Stimulus settings were increased, and the maximum 
settings were in use by ECT 8. On ECT 9, despite an 
immediate restimulation at maximum settings, seizure dura- 
tion was only 30 seconds according to EEG. Mr. F had 
shown signs of memory impairment and prolonged confu- 
sion by this point and only a partial improvement in his 
depression. At ECT 10, caffeine, 500 mg i.v., was adminis- 
tered, resulting in an 83% increase in seizure duration. On 
ECTs 11 and 12, immediate restimulation at maximum 
settings was used instead of caffeine, but this resulted in 
seizure durations of only 41 and 37 seconds, respectively. 
Mr. F was clinically improved, and ECT was discontinued. 
The prolonged confusion and memory impairment resolved 
over the next week. 

The caffeine was well tolerated, with no complaints of 
anxiety or dysphoria. There were no cardiac symptoms or 
significant ECG changes; maximum rate-pressure products 
were not obtained. 


DISCUSSION 


A decline in seizure duration during a course of ECT 
is common (4) and was seen in all six of our cases. 
When faced with brief seizures at maximum machine 
settings, the clinician has a limited number of options. 
Drugs that have anticonvulsant properties (e.g, benzo- 
diazepines) or that shorten seizure duration (e.g., 
lidocaine, L-tryptophan) should be discontinued (11, 
12). Since the anesthetic methohexital sodium also has 
anticonvulsant properties, a lower dose or a switch to 
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a nonbarbiturate anesthetic such as ketamine may 
prolong seizure duration (14). However, ketamine is 
associated with a higher risk of developing an emer- 
gent delirium and/or dissociative psychological states 
(13). Hyperventilation and hyperoxygenation can also 
be used to prolong seizure duration (14). In the present 
series of patients, care was taken to provide uniform 
respiratory assistance across all ECTs so as to mini- 
mize the confounding effects of such variables. The 
convulsant agent pentylenetetrazole (15) was once 
used as an adjunct to ECT but is no longer commer- 
cially available. 

A switch to a higher-energy machine, if available, 
may be only transiently effective in lengthening seizure 
duration, as shown in cases 1 and 4. It should be noted 
that the latest models of pulse ECT devices by MECTA 
(SR and JR), Medcraft (B-25), and Somatics (Thy- 
matron) are all equivalent in terms of maximum 
energy output. The use of immediate double stimula- 
tions at maximum machine settings also may not be 
effective, as shown in cases 1 and 6. Both of these latter 
options involve the delivery of greater stimulus energy 
and, potentially, an increased risk of CNS toxicity (1, 
5), a factor that may have been involved in cases 1, 4, 
and 6. 

In our six patients, seizure duration had declined 
during a course of ECT despite maximum machine 
settings and, in cases 1 and 6, double sequential 
stimulation. In each case, pretreatment with intrave- 
nous caffeine resulted in lengthening of the seizure by 
an average of 107% over that of the preceding ECT 
session. While formal ratings of mood were not per- 
formed in this preliminary series of observations, clin- 
ical improvement was achieved in each case. 

All patients tolerated the caffeine pretreatment with- 
out major side effects. Although caffeine has anxio- 
genic effects in some patients (16), there were no 
complaints of anxiety or dysphoric mood changes 
during or after intravenous infusion of caffeine in our 
patients. Vital signs taken during ECT showed the 
expected blood pressure and pulse rise, with a return 
to baseline within 5-10 minutes. Although the mean 
increase in rate-pressure product over baseline sessions 
for the first caffeine-ECT session was only 7%, some 
patients did show increases with caffeine. Neverthe- 
less, there were no complaints of chest pain or palpi- 
tations, even in those patients with preexisting angina 
and/or hypertension. Cardiac arrhythmias were not 
observed. Seizure duration with caffeine showed a 
mean increase of 107%. In case 4, the initial use of 500 
mg of caffeine resulted in a seizure of 250 seconds, 
which was terminated by intravenous methohexital 
sodium. In this context, a high serum level of theophyl- 
line (like caffeine, a methylxanthine) has been linked to 
the occurrence of status epilepticus during ECT (17). A 
prolonged seizure (9) may theoretically increase the 
risk of transient encephalopathic changes, with pro- 
longed confusion and/or increased agitation in the 
postictal period. Despite increases in seizure duration 
in all of our patients when caffeine was administered, 
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however, nurses' assessments of reorientation intervals 
after ECT revealed no evidence of prolonged confu- 
sion. In summary, our six patients tolerated pretreat- 
ment with caffeine well. Still, further experience with a 
larger number of patients is needed to fully determine 
the risks associated with intravenous caffeine as a 
pretreatment in ECT. 

The mechanisms of action of caffeine in lengthening 
seizures in ECT is unknown and was not examined in 
our clinical observations. Shapira et al. (6) suggested 
that caffeine may lengthen seizures by inhibition of 
adenosine at the central A; receptor. Caffeine is also a 
cerebral stimulant, as are other agents that have a 
potentiating effect on seizure duration (e.g., aripheta- 
mine, theophylline, pentylenetetrazole). Whether these 
agents act on seizure duration through their known 
monoaminergic effects or whether some other mecha- 
nism is involved remains to be demonstrated. 

Of interest in our patients was the apparent dose- 
dependent relationship of the response to caffeine. In 
all cases in which the dose of caffeine varied, the 
longest seizure occurred with the highest dose of 
caffeine. Careful clinical application of this dose-de- 
pendent relationship may allow adjustment of seizure 
duration to the range desired. Further work is also 
needed to determine the optimal interval between 
infusion of caffeine and administration of the ECT 
stimulus. For example, after a brief seizure, can caf- 
feine be given before restimulation to augment the 
second seizure? 

In summary, during a course of ECT, seizure dura- 
tion may shorten and become inadequate for therapeu- 
tic benefit. The standard clinical practice of increasing 
the stimulus setting to lengthen seizures is obviously 
not possible when the maximum settings are reached. 
Pretreatment with intravenous caffeine may prove to 
be effective in lengthening seizures in such difficult 
cases. 
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Clinical Nonrecognition of Neuroleptic-Induced 
Movement Disorders: A Cautionary Study 


Peter J. Weiden, M.D., J. John Mann, M.D., Gretchen Haas, Ph.D., 
Marlin Mattson, M.D., and Allen Frances, M.D. 


Extrapyramidal side effects are a major limitation 
in the use of neuroleptics, and tardive dyskinesia is a 
special public health problem. Accurate clinical 
diagnosis of extrapyramidal syndromes is necessary 
for effective management. The authors compared 
clinicians’ recognition of the major extrapyramidal 
syndromes in 48 psychotic inpatients with 
independent blind diagnoses by clinical researchers 
using standardized ratings. The major finding was a 
high rate of clinical underrecognition of all major 
extrapyramidal syndromes, especially tardive 
dyskinesia. The authors discuss the clinical predictors 
of nonrecognition of extrapyramidal side effects and 
recommend improved training in their detection. 

(Am J Psychiatry 1987; 144:1148—1153) 


E xtrapyramidal side effects of neuroleptics (dyston- 
ia, akathisia, akinesia, parKinsonism, and tardive 
dyskinesia) must be promptly recognized to maximize 
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compliance (1), decrease iatrogenic complications, and 
improve the patient's quality of life (2, 3). Effective 
management of extrapyramidal side effects depends on 
the ability of clinicians who prescribe neuroleptics to 
make accurate diagnoses. 

Previous anecdotal reports have noted misdiagnosis 
of dystonia (4) and akathisia (5) and difficulty in 
distinguishing akinesia from depression (6). There is 
also evidence that tardive dyskinesia is underreported 
by patients (7) and that its severity can be underesti- 
mated by clinicians (8). Chronic parkinsonian and 
dyskinetic syndromes secondary to neuroleptic treat- 
ment have been misdiagnosed in medical and neuro- 
logic clinics (9, 10). Chronic psychiatric patients eval- 
uated in psychiatric clinics have been shown to have a 
high prevalence of mild tardive dyskinesia but only 
when diagnosed by expert raters (11). 

Although this anecdotal evidence suggests major 
clinical problems in the accurate diagnosis of neuro- 
leptic-induced extrapyramidal side effects, to our 
knowledge only one study (12) has systematically 
evaluated discrepancies between research and clinician 
diagnoses of tardive dyskinesia. The purpose of our 
study was to assess prospectively the level of detection 
of extrapyramidal syndromes achieved by the attend- 
ing psychiatrists and psychiatric residents routinely 
managing psychotic patients in the acute inpatient 
psychiatric units of a university medical center. The 
results help to explain discrepancies in the rates of 
extrapyramidal side effects between clinical and re- 


Am I Pevchiatry 144:9. Sentember 1987 











search studies and have serious implications for clini- 
cal practice and training. 


METHOD 


We studied 58 patients who had been consecutively 
admitted to the three acute inpatient units of Payne 
Whitney Psychiatric Clinic and who met the study 
criterion of having an acute psychosis without a 
known organic mental syndrome. Within 48 hours of 
admission and then weekly until discharge, each pa- 
tient was rated by at least one researcher (P.J.W. or 
J.J.M.) who was blind to the clinician's diagnosis or 
treatment of extrapyramidal syndromes. All clinical 
staff were kept blind to the purpose of the study. 


Ratings of Extrapyramidal Symptoms 


The presence and severity of parkinsonism, akinesia, 
akathisia, dystonia, and tardive dyskinesia were deter- 
mined by the researchers with modifications of the 
Webster Parkinson’s disease scale (13), the akinesia 
scale of Rifkin et al. (14), the Van Putten akathisia 
scale (15), the Extrapyramidal Symptom Rating Scale 
(16), and the Abnormal Involuntary Movement Scale 
(AIMS) (17). 

The research diagnosis of tardive dyskinesia was 
based on an AIMS global score of 2 or higher and was 
confirmed by independent assessment by a second 
rater. For parkinsonism, akinesia, and akathisia, the 
research diagnosis was based on a rating of 2 or higher 
on a 4-point global scale, which corresponds clinically 
to a range of mild (but unequivocal) to severe symp- 
toms. Dystonia was assessed by means of the Extrapy- 
ramidal Symptom Rating Scale, which determines ei- 
ther its presence or absence, and patient reports of a 
history of dystonia. 

The clinicians’ diagnoses of extrapyramidal side 
effects were established through chart review (by 
P.J.W.) after each patient’s discharge. The results of 
the physical examination at admission, emergent phys- 
ical findings, the patient’s complaints, nurses’ observa- 
tions, recorded quotations and handwriting samples 
from the patient, family comments, and the physician’s 
differential diagnosis of changes in the patient’s behav- 
ior consistent with neuroleptic-induced extrapyrami- 
dal side effects were reviewed systematically. Medica- 
tion histories (neuroleptic doses and dose changes, 
anticholinergic or other treatments, and “p.r.n.” treat- 
ments for extrapyramidal side effects) were recorded. 
Clinical observations of extrapyramidal symptoms de- 
rived from the chart over the hospital course were 
contrasted with the patient’s research ratings. 

The following operational criteria for clinician 
nonrecognition of extrapyramidal side effects were 
chosen to standardize the assessment of clinical diag- 
nostic accuracy: 1) nonrecognition by the physician of 
persistent dyskinesia of mild or greater severity, 2) 
failure to recognize acute dystonia when its symptoms 
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were observed by staff or reported by the patient, 3) 
failure to document moderate rigidity or tremor within 
1 week of detection by research assessment, 4; physi- 
cian's failure to consider akinesia or akathisia as a 
diagnostic possibility within 1 week of onset of tvpical 
behavioral or motoric symptoms. 


Characteristics of Unit Staff and Patients 


The staff on each of the 24-bed units included two 
full-time supervising attending psychiatrists, four psy- 
chiatry residents in postgraduate year 2, and one 
inpatient chief resident in postgraduate year 4. The 
data were collected between August and October, the 
second through fourth months of the residents’ sec- 
ond-year inpatient experience. The residents had also 
completed 5 months of psychiatric training during 
their internships and a course on the inpatiert treat- 
ment of acute psychosis. All trainees had at least two 
attending supervisors who periodically examined all of 
their patients. 

Of the 58 patients examined, 48 received at least 1 
week of continuous neuroleptic treatment and com- 
pleted at least two research ratings of extrapyramidal 
side effects. These 48 patients were relatively young 
(mean+SD age=27.4+16.9 years) and consisted of 29 
females and 19 males. Their DSM-III diagnoses at 
discharge included schizophrenia (N=19), schizoatfec- 
tive disorder (N=12), schizophreniform disorder 
(N=3), bipolar disorder, manic or mixed (N= 9), and 
major depression with psychotic features (N=5). Their 
mean+SD length of stay was 28.0£14.6 days, and 
they received 3.6+1.7 research ratings. The average 
dose of neuroleptics during acute treatment was 
140151064 mg/day of chlorpromazine equivalents, 
and the range was 200-5000 mg/day. Initial anticho- 
linergic prophylaxis was begun for 29 patients (60%), 
and eventually 44 patients (92%) received adjuvant 
anticholinergic therapy. Of note in the clinical man- 
agement of this group are the relatively high neurolep- 
tic doses used and the high frequency of administration 
of anticholinergic agents. 

The number of patients in whom extrapyramidal 
side effects were identified by means of the standard 
research assessments was high. Of the 48 patients, 29 
developed parkinsonian signs, 23 had akinesia (all of 
these patients had coexisting parkinsonian signs), 27 
had akathisia, three had dystonic reactions during 
research examinations, and 11 had dystonias accord- 
ing to the combination of clinical diagnosis and re- 
search dystonia history. Ten patients (out of the orig- 
inal 58) had tardive dyskinesia. 


RESULTS 
Each patient who had extrapyramidal side effects 
according to the researcher’s diagnosis was categorized 


in terms of presence or absence of an accurate clinical 
diagnosis. Table 1 reveals striking and highly signif- 
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TABLE 1. Research and Clinical Diagnoses of Neuroleptic-Induced Extrapyramidal Syndromes in 48 Psychotic Patients 





Clinical Diagnosis 





Extrapyramidal Patients Given Patients Given 
Syndrome Research Diagnosis Diagnosis 
Dystonia 3 1 
Parkinsonism 29 17 
Akinesia 23 14 
Akathisia 27 7 
Tardive 

dyskinesia? 10 1 


“Total sample included 58 patients. 


Percent of Patients Given 


McNemar Test of Diference Between 
Clinician and Researcher Errors 


2 


X 
Research Diagnosis (df=1) p 
33 — — 
59 10.08 <.005 
61 7.11 «.01 
26 18.05 «.001 
10 7.11 «.01 


TABLE 2. Global Severity of Extrapyramidal Syndromes in Cases Recognized and Unrecognized by Clinicians 


Recognized by Clinician 


Extrapyramidal serenity Rata. 





Unrecognized by Clinician? 


Severity Rating Comparison of Ratings 





Syndrome Patients Mean SD Patients Mean SD t df p 
Parkinsonism 17 2.38 0.59 12 2.60 0.53 1.05 27 n.s. 
Akinesia 14 2.70 0.80 9 3.17 0.50 1.73 21 <.05 
Akathisia 7 3.14 0.64 20 2.40 0.72 2.54 25 «.05 
Tardive dyskinesia 

Global 4 2.50 0.58 6 2.33 0.51 0.47 8 n.s. 

Oral 4 2.75 0.50 6 1.50 1.00 2.60 8 <.05 

Extremity 4 1.50 1.29 6 2.33 0.52 1.22 8 ns. 
Extremity/facial> 4 0.24 0.36 6 1.09 ` 0.64 2.77 8 «.05 








?See text for definition of undiagnosed cases. 





Sum of the AIMS extremity movement items divided by the sum of the AIMS facial and oral movement items. 


cant rates of disagreement between the research and 
clinical diagnoses across all types of extrapyramidal 
side effects. Except for three cases of dystonia, all the 
cases of extrapyramidal side effects documented by the 
clinical method were picked up by the research 
method, but many cases were missed by the clinicians 
but detected by the research assessment. There was no 
significant difference between the patients whose 
extrapyramidal side effects were and were not recog- 
nized clinically in terms of demographic characteris- 
tics, discharge diagnoses, rates of anticholinergic pro- 
phylaxis, or (except for akathisia) neuroleptic doses. 
Only one of the 10 patients with tardive dyskinesia 
was accurately diagnosed by the clinicians. Among the 
nine patients with undiagnosed cases, three had nurse 
or physician notes that mentioned abnormal dyskinetic 
movements but no follow-up diagnosis of tardive 
dyskinesia. Considering these three cases as recognized 
cases of tardive dyskinesia allows a comparison of four 
"recognized" and six unrecognized cases. Overall se- 
verity on the global AIMS did not differentiate the 
patients with recognized and unrecognized cases (see 
table 2). However, oral movements were significantly 
more severe in the patients with recognized tardive 
dyskinesia, whereas the patients with unrecognized 
cases had.a predominance of extremity movements. 
Mild parkinsonism (tremor, rigidity, micrographia, 
or decreased fine motor coordination) was found by 
the researchers in 29 patients. Rigidity was the most 
severe clinical sign in 26 of them. In 17 cases the 
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parkinsonism was accurately diagnosed by the clini- 
cian. Of the 12 cases that were inaccurately diagnosed, 
eight were missed completely, two were identified with 
a delay of more than 1 week, and two were underrated 
in global severity. The mean researcher ratings of 
global severity for the unrecognized and recognized 
cases of parkinsonism did not significantly differ (table 
2), suggesting that overall clinical! severity did not 
determine nonrecognition. 

Of the 23 researcher-diagnosed cases of akinesia, 14 
were accurately identified by clinicians. Among the 
nine missed cases, five had no diagnosis or no mention 
of the differential diagnosis of akinesia, three received 
the likely misdiagnosis of “depression” (without con- 
sideration of the possibility of akinesia despite the 
temporal correlation of akinesia with neuroleptic ad- 
ministration), and one was severe but was rated by 
clinical staff as "mild" and received no treatment. 
Severity of symptoms predicted clinical diagnostic 
accuracy but in an unexpected direction. The cases 
missed by the clinicians had significantly more severe 
symptoms than the recognized cases (table 2). Patients 
with misdiagnosed akinesia were also significantly 
more likely to suffer from coexisting akathisia (t=3.8, 
df=21, p<.001). 

The clinical staff inaccurately diagnosed 20 of the 27 
researcher-diagnosed cases of akathisia. The clinical 
errors consisted of nine cases in which the akathisia 
went unnoticed, seven cases of errors in the differential 
diagnosis of agitation/restlessness/"acting out" after 
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recent increases in neuroleptic dose, and four cases of 
delay in diagnosis of more than 1 week. Underrecogni- 
tion of akathisia was significantly associated with 
lower severity research ratings, suggesting that milder 
(or less reliably ratable) forms of akathisia are missed 
in clinicians’ assessments. In addition, the patients 
with unrecognized akathisia received higher neurolep- 
tic doses than the patients with diagnosed akathisia 
(mean+$D=1700+955 versus 1007+406 mg/day of 
chlorpromazine equivalents; t=2.6, df=25, p<.01). 
The patients with undiagnosed akathisia also suffered 
from more severe coexisting akinesia than those with 
accurate akathisia diagnoses (t=2.8, df=25, p<.05). 

Acute dystonic reactions were difficult to assess 
accurately on the basis of patient reports because of 
the patients’ poor recall and unreliable descriptions of 
dystonias. Chart review revealed three cases of 
dystonias missed by systematic research assessment 
with the Extrapyramidal Symptom Rating Scale. In 
contrast, however, three patients had acute dystonias 
during research examinations (two had oculogyric 
crises and one had neck torticollis); all occurred early 
in the course of neuroleptic treatment. In all three 
cases, the patients complained of their symptoms to 
the nursing staff. Two were misdiagnosed: one was 
described as “psychotic behavior” by the physician on 
call, and the other was considered "hysteric" by the 
nursing staff and received no physician evaluation. No 
treatment was given to either patient. 

Each patient (N=16) who gave a preadmission 
history of distressing acute extrapyramidal side effects 
during previous neuroleptic exposure received anticho- 
linergic prophylaxis. However, presence or absence of 
anticholinergic prophylaxis was not a predictor of 
subsequent physician nonrecognition of extrapyrami- 
dal syndromes. Every case of acute extrapyramidal 
side effects that was clinically diagnosed was initially 
treated with adjuvant medication, never with a reduc- 
tion of neuroleptic dose. 


DISCUSSION 


The major finding of this study was a high rate of 
clinician nonrecognition of extrapyramidal side effects. 
This finding suggests that wide differences in the 
frequency of extrapyramidal side effects across studies 
may be partly due to variations in the expertise and 
sensitivity of the examiners. These results definitely 
point to severe limitations in using chart review alone 
in quality assurance studies to determine the nature 
and extent of extrapyramidal side effects. Most impor- 
tant clinically, however, are the serious yet correctable 
blind spots in the clinical diagnosis of extrapyramidal 
side effects. We wish to emphasize that there was 
nothing difficult about the research evaluation of 
extrapyramidal symptoms and that clinical nonrecog- 
nition of extrapyramidal side effects can be reduced 
with better training and systematic attention to this 
problem. 
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Tardive dyskinesia, despite its persistent nature, is 
often missed, especially when its symptoms involve the 
extremities rather than the "classic" orobuccal areas. 
This selective nonrecognition of extremity dyskinesias 
may arise for several reasons: this form of tardive 
dyskinesia is less well known to clinicians, patients 
may disguise their hand dyskinesias better than oral 
ones, hand dyskinesias often occur only when the 
patient is walking, shoes usually are not removed 
during examinations, and hand choreas may be mis- 
taken for tremors. Physicians should inspect the ex- 
tremities for choreiform movements and generally 
have a high index of suspicion for any form of tardive 
dyskinesia in any patient receiving antipsychotic med- 
ications. 

Severe forms of akinesia tend to be more frequently 
underrecognized than milder cases. This may be be- 
cause severely akinetic patients complain less about 
their symptoms than patients with milder cases or 
because severe akinesia is more likely to be misdiag- 
nosed as depression. Akinesia should be considered in 
the differential diagnosis of any patient taking neuro- 
leptics who becomes amotivational, depressed, lethar- 
gic, or slowed down. Staff cannot expect the patient to 
report these changes spontaneously. 

The higher neuroleptic doses found in the patients 
with unrecognized akathisia than in those with recog- 
nized akathisia may reflect the eventual appropriate 
lowering of neuroleptic dose when the akathisia was 
diagnosed. For those patients whose akathisia is mis- 
diagnosed as agitation or psychosis, the neuroleptic 
dose will instead be increased. Akathisia also seemed 
to be missed when it presented behaviorally (i.c., as an 
elopement or incident requiring seclusion) or when the 
patient was too psychotic, disorganized, or akinetic to 
complain of akathisia. In the very psychotic patient, 
the subjective experience of akathisia can only be 
assessed (if at all) by a direct, focused patient inter- 
view. In fact, akathisia should be considered for any 
restlessness, agitation, or acting-out behavior of recent 
onset that temporally coincides with escalating neuro- 
leptic dose, even if the patient does not voluntarily 
mention severe inner restlessness. The clinician should 
not rule out akathisia until completing such a focused, 
active inquiry for subjective restlessness and/or behav- 
ioral agitation. 

Dystonia was the only extrapyramidal side effect 
missed by research rating but not clinical diagnosis, 
suggesting that dystonias cannot be accurately ascer- 
tained by interview alone. The intermittent nature of 
dystonias usually requires that an assessment be made 
by means of patient history rather than physical exam- 
ination. Unfortunately, the historical method for diag- 
nosing dystonias proved to be unreliable. Even more 
discouraging was what happened with the acute 
dystonias actually observed by both researchers and 
staff. Despite the small number of such cases, an 
unequivocal rate of 67% for the misdiagnosis of 
typical and classic dystonias is noteworthy, and it 
seems that textbook cases of acute dystonia are still 
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frequently attributed to psychopathology. The dyston- 
ias in our study seemed to be missed because they 
occurred shortly after admission, when the staff did 
not know the patients, some of whom were very 
psychotic. Other immediate management issues 
seemed to preempt the careful observation necessary to 
make a diagnosis of dystonia. We therefore recom- 
mend that all inpatient staff automatically consider 
any new muscle spasm or posturing arising early in 
neuroleptic treatment to be a dystonic reaction. 

Other useful diagnostic techniques include a focused 
clinical interview with repeated attempts to elicit com- 
plaints of all subtypes of extrapyramidal side effects, 
interviewing family members about the patient's cur- 
rent behavior and whether it coincides with extrapy- 
ramidal side effects in the past, and being cautious 
about any report or past history of "hysterical" or 
“psychotic” abnormal movements. Another helpful 
technique is a review of the timing and doses of all 
medications administered to find pharmacologic cor- 
relates with the undiagnosed behavior. Graphing the 
medication record alongside recorded observations of 
the patient's symptoms can highlight medication-in- 
duced toxicity patterns. 

The clinicians in this study consistently provided 
anticholinergic prophylaxis for patients who gave 
prior histories of extrapyramidal side effects. They also 
promptly treated diagnosed extrapyramidal symptoms 
with adjuvant medication. However, it is striking that 
neuroleptic dose reduction was never the initial treat- 
ment when such a symptom was recognized. It seems 
that lowering the neuroleptic dose should have been 
used more often. In addition, using prophylactic anti- 
cholinergic agents did not improve the recognition 
rate. Therefore, clinicians should not be lulled into a 
false sense of security by the belief that anticholinergic 
prophylaxis solves the problems of accurately assess- 
ing extrapyramidal side effects. 

This study of clinician versus research diagnosis of 
extrapyramidal symptoms has several limitations. The 
clinician diagnoses were determined by means of ret- 
rospective chart review, which depends on accurate 
chart documentation and may have underestimated 
the rates of actual clinician diagnoses of extrapyrami- 
dal side effects. This retrospective method was chosen 
to avoid alerting the clinicians to the nature of the 
study. However, since the necessity for documenting 
extrapyramidal side effects is carefully emphasized at 
our institution and the charts are well documented in 
other ways, it seems unlikely that a diagnosis of an 
extrapyramidal syndrome would not have become part 
of the treatment record. 

Another potential methodologic problem of this 
study is the lack of research rater blindness to the 
purpose of the study. This may have inflated the 
number of research diagnoses of extrapyramidal side 
effects, resulting in an artificially high rate of clinical 
nonrecognition. However, the rates of clinical 
nonrecognition across all subtypes of extrapyramidal 
symptoms (except akathisia) did not proportionately 
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decrease as the researcher-rated severity increased. It 
was not just subtle extrapyramidal effects that were 
not recognized, but unequivocal ones as well. Weekly 
movement disorder research rounds served as reliabil- 
ity checks of the primary raters (P.]. W. and J.J.M.). 
Therefore, we feel researcher bias does not explain 
these results. 

Another concern is that there is a high degree of 
intrinsic overlap in the presentations of certain extra- 
pyramidal side effects and primary psychiatric diag- 
noses and that the research rater may have mistaken 
primary psychopathology for extrapyramidal side ef- 
fects. This is most possible for the research-diagnosed 
akinesia and akathisia. Although we cannot rule out 
the possibility that symptom overlap increased the 
researcher diagnoses of extrapyramidal side effects, the 
same difficulties face the treating clinical teams, who 
need to routinely consider akathisia and akinesia in the 
differential diagnoses of sudden, unexplained behav- 
ioral changes (4—6). Indeed, the researchers perform- 
ing the chart reviews accepted as an accurate clinical 
diagnosis any documentation that included extrapy- 
ramidal side effects as part of the differential diagnosis 
regardless of the final conclusion. Moreover, seemingly 
“hard” and unequivocal neurologic findings such as 
dystonia and dyskinesia were missed at even higher 
rates than akinesia and akathisia! 

Other methodologic questions relate to the rele- 
vance and generalizability of these findings to nation- 
wide patterns in the diagnosis of extrapyramidal side 
effects. It is possible that these results reflect a partic- 
ular blind spot of the institution where the study was 
performed. A related issue is the timing of the study, 
which occurred early in the 12-month training cycle; 
the results may differ with more experienced residents. 
We think that this is an inadequate explanation of our 
findings given that the residents were well qualified 
and were supervised by full-time attending physicians. 
Furthermore, a similar chart review conducted at a 
Veterans Administration teaching hospital (12) also 
demonstrated a 7596 rate of nonrecognition of tardive 
dyskinesia by clinical staff, strongly suggesting the 
possibility of a nationwide pattern of nonrecognition 
of extrapyramidal side effects. We suspect that the 
underdiagnosis of extrapyramidal side effects reflects 
the clinical limitations of attending and resident psy- 
chiatrists who are not specifically and extensively 
trained in the evaluation of extrapyramidal symptoms 
and who do not systematically rate them at regular 
intervals. 

The ability to perform a sophisticated assessment of 
extrapyramidal side effects is not easily learned and 
requires specific training. This study underscores the 
need for careful supervision, training, and attention to 
the accurate diagnosis of extrapyramidal side effects. It 
also seems clear that repeated and systematic evalua- 
tion of extrapyramidal symptoms with standardized 
measures (at least every 2 weeks and at admission and 
discharge) should be made routine on every acute 
inpatient unit. General psychiatric interviewing meth- 
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ods and mental status examinations without specific 
and systematic examinations for extrapyramidal side 
effects may distract clinicians by providing spurious 
psychologic’ explanations for neuroleptic-induced 
motoric and behavioral changes. Without significant 
remediation of errors in diagnostic methods and train- 
ing insufficiencies, it is likely that extrapyramidal side 
effects will continue to be underdiagnosed at an alarm- 
ingly high rate. 
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The Prognostic Relevance of Delusions in Depression: 
A Follow-Up Study 


Randy L. Kettering, Ph.D., Martin Harrow, Ph.D., Linda Grossman, Ph.D., 
and Herbert Y. Meltzer, M.D. 





To determine whether delusional depression bas a 
different clinical course from other types of 
depression, the authors followed up 31 unipolar 
delusional depressed patients, 28 unipolar 
nonpsychotic depressed patients, and 51 
schizophrenic patients 14 months after hospital 
discharge. Patients were assessed on 1) overall 
outcome, 2) psychotic, anxiety-neurotic, and 
depressive symptoms, 3) social and work 
functioning, and 4) rebospitalization. The delusional 
depressed patients showed significantly more 
mood-incongruent delusions at follow-up. 
Surprisingly, the nonpsychotic depressed patients 
exhibited more depressed mood and significantly 
more anxiety at follow-up. The findings suggest that 
the diagnostic distinction between delusional and 
nonpsychotic depression is relevant to the clinical 
course of major depression. 

(Am J Psychiatry 1987; 144:1154-1160) 


he current research was designed to investigate 

whether depressed inpatients who are delusional 
have a poorer outcome after hospitalization than de- 
pressed inpatients who are not psychotic. 

Over the past decade there has been an increased 
focus on patients who have psychotic or schizophren- 
ic-like symptoms that coexist within an affective syn- 
drome. Delusional depression is a syndrome in which 
particular psychotic and affective symptoms coexist, 
and studying this phenomenon is one means of assess- 
ing the prognostic and diagnostic importance of delu- 
sions in a patient with a full depressive syndrome. A 
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question central to the field is whether delusional 
depression is only a more severe manifestation of an 
affective disorder or whether it should be considered a 
disorder with separate and distinct characteristics. It is 
not yet certain whether depressed patients with delu- 
sional symptoms have poorer outcomes after hospital 
discharge than depressed patients who are not delu- 
sional or whether the presence of mood-incongruent 
delusions in depression suggests either a different kind 
of disorder or one with a poorer outcome. Researchers 
(1—3) have begun to investigate this issue. 

Delusional depression has been compared to nonde- 
lusional depression in terms of biological, genetic, 
phenomenologic, family background, and treatment 
response variables, but the significance of the delu- 
sional symptoms for demarking a possible different 
type of disorder is still unclear. Patients with unipolar 
delusional depression have been reported to have 
significantly lower levels of serum dopamine B-hy- 
droxylase activity (4) and CSF 3-methoxy-4-hydroxy- 
phenylglycol (MHPG) (5) than nondelusional de- 
pressed patients. Delusional depressed patients also 
have been reported as having a higher prevalence of 
cortisol nonsuppression after dexamethasone adminis- 
tration. In contrast, delusional depressed patients have 
been reported as not differing significantly from non- 
psychotic depressed patients in the frequency of posi- 
tive family history of affective disorder or psychiatric 
disorder (6—8), and a greater history of hospitalization 
has not been consistent across studies (6—9). À rela- 
tionship between delusional depression and a high 
prevalence of bipolar disorder among relatives has 
been reported (10). 

Treatment response has distinguished patients with 
delusional unipolar depression from those with non- 
delusional major depression. Recovery without the aid 
of active treatment intervention is less frequent among 
delusional depressed patients than among patients 
with many other types of depressive disorders (8, 9). 
The clinical response to tricyclic antidepressants may 
differentiate the two depressive groups (8, 9, 11, 12); 
delusional depressed patients are less responsive to this 
form of intervention. 

Investigators have noted that these two patient 
groups differ in the type and severity of symptoms 
present. Scores on the Hamilton Rating Scale for 
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Depression (13) were significantly lower among delu- 
sional depressed patients (7) even after these scores 
were controlled for items related to delusional ideation 
(e.g, guilt, hypochondriasis, depersonalization and 
derealization, paranoia, and sense of worthlessness). 
Symptoms such as lack of energy and anxiety have 
been reported as significantly more prevalent in uni- 
polar nondelusional depressed patients (11), and sim- 
ilar observations have been noted for psychomotor 
retardation and agitation (7—9), suggesting that the 
nondelusional depressed patients may exhibit more 
severe vegetative symptoms. 

The significance of psychotic symptoms in the long- 
term clinical course and posthospitalization outcome 
of a major affective disorder is as yet unclear. The 
current research used a variety of outcome indices for 
delusional and nonpsychotic patients with unipolar 
major depression to determine the relevance of delu- 
sional ideation to the course of illness and to adjust- 
ment 14 months after hospital discharge. Specifically, 
the following questions were addressed: 

1. Does the presence of delusions in major depres- 
sive disorders during hospitalization suggest a poor 
overall outcome 14 months after hospital discharge? 

2. Do delusional and nonpsychotic depressed pa- 
tients differ markedly in the degree or type of symp- 
toms after discharge? 

3. Is the posthospitalization social or instrumental 
role performance or the rehospitalization rate of delu- 
sional depressed patients more similar to that of non- 
psychotic depressed patients or that of schizophrenic 
patients? 


METHOD 
Patient Sample 


The subjects were 110 psychiatric inpatients from 
two major research programs that collaborated to 
study prospectively dimensions of major psychiatric 
disorders during hospitalization and then to follow up 
these patients after hospital discharge. 

One group comprised 58 patients from the Mental 
Health Clinical Research Center program at the Illi- 
nois State Psychiatric Institute and the University of 
Chicago, which is studying biological and psycholog- 
ical factors in major psychotic disorders (4, 14). The 
other group consisted of 52 patients from the Chicago 
Follow-Up Study, a longitudinal research program 
based at Michael Reese Hospital that is investigating 
thought disorder, psychosis, and adjustment over time 
in schizophrenic patients and patients with other ma- 
jor psychiatric disorders (15—17). 

Follow-up interviewers from the two research pro- 
grams were trained conjointly. All patients were diag- 
nosed according to the Research Diagnostic Criteria 
(RDC) (18). The sample included three groups: 31 
unipolar delusional depressed patients (17 from the 
Mental Health Clinical Research Center program and 
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14 from the Chicago Follow-Up Study), 28 unipolar 
nonpsychotic depressed patients, and 51 schizophrenic 
patients. Patients were included in the delusional de- 
pressed group if during hospitalization or the 1 month 
before hospitalization they exhibited full de'usional 
ideation as defined in the RDC. The patient groups did 
not significantly differ in age, and the overall mean age 
was 27.5 years (range= 19-56 years). The percentage 
of male subjects was 42% among the delusional de- 
pressed patients, 41% among the nonpsychotic de- 
pressed patients, and 72% among the schizophrenic 
patients. The two depressive groups did not differ with 
respect to sex, although both groups contained larger 
percentages of women than did the schizophrenic 
group (x^-7.9, df=1, p<.006). 

A subset of 23 of the depressed patients from the 
Mental Health Clinical Research Center program was 
rated on the Hamilton Rating Scale for Devression 
(13) and the Brief Psychiatric Rating Scale (BPRS) (19) 
at both hospital admission and discharge. Extensive 
interviewer training with these scales was conducted as 
part of the program, and high interrater reliability was 
obtained. The ratings on the Hamilton scale showed 
similar degrees of depressive pathology in the delu- 
sional and nondelusional groups. At admission the 
mean Hamilton score of the delusional depressive 
group was identical to that of the nonpsychotic depres- 
sive group (mean+SD=28.8+9.6 versus 28.8+9.7), 
and the discharge scores of the two depressive groups 
were also similar (7.0-:4.4 versus 7.5+8.2). Similar 
results emerged for the BPRS. Although at hospital 
admission the delusional depressed patients were sig- 
nificantly more symptomatic according to the BPRS 
(mean+SD score=28.3+11.0 versus 13.8+4.5; t= 
3.73, df=21, p<.01), at hospital discharge the delu- 
sional depressed patients were only slightly more 
symptomatic (8.7+6.0 versus 5.3+3.2; t=1.5-+; df= 
21, p<.20). 

Significantly fewer of the nonpsychotic depressed 
patients were taking antipsychotic medications at fol- 
low-up (x?=10.3, df=1, p«.001). Of the 31 delu- 
sional depressed patients, two (6%) were taking anti- 
depressant medication alone, 12 (39%) were taking 
neuroleptics alone, and two (696) were taking a com- 
bination of antidepressants and neuroleptics. Of the 28 
nonpsychotic depressed patients, four (14%) were 
taking antidepressants alone, and two (7%) were 
taking a combination of antidepressants and reurolep- 
tics. Of the 51 schizophrenic patients, three (695) were 
taking antidepressants alone, 31 (6196) were taking 
neuroleptics alone, and three (6%) were taking a 
combination of antidepressants and neuroleptics. Of 
the delusional depressed patients, 54% were receiving 
psychotherapy at follow-up, as were 38% of the 
nonpsychotic depressed patients and 44% of the 
schizophrenic patients (x^—0.31, df=2, p>.40). 

In the current study the patients were not randomly 
assigned to treatment conditions but, rather, werc 
often treated with medications or psychotherapy be- 
cause of their clinical status. Thus, patients with more 
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severe psychopathology may have been more likely to 
receive treatment than were patients with fewer signs 
of severe illness at follow-up. 


Follow-Up Assessment 


The follow-up evaluations, described elsewhere (2, 
14), were performed blind with respect to diagnosis. 
To provide a uniform interval for the evaluations of 
posthospitalization adjustment, this assessment oc- 
curred at least 1 year after discharge for all patients 
and was conducted an. average of 14 months after 
hospital discharge (range=12-26 months). The fol- 
low-up protocol consisted of a structured interview, a 
series of performance tests, several questionnaires, and 
a shortened version of the Schedule for Affective 
Disorders and Schizophrenia (SADS) (20). The fol- 
low-up test battery included detailed assessments of 
the following: 1) social functioning, instrumental work 
performance, and family adjustment, 2) psychotic and 
anxiety-neurotic symptoms and depressed mood, 3) 
posthospitalization psychotherapy and medication, 
and 4) rehospitalization. 

Three global scales of overall outcome were used as 
the main measures of functioning. The first, developed 
by Levenstein et al. (21).and referred to as “the LKP 
scale,” considers a number of primary areas of func- 
tioning after hospitalization, including work and social 
functioning, life disruptions, self-support, symptoms, 
relapse, rehospitalization, and suicide. The LKP scale 
takes into account the patient’s level of functioning 
during the past year and thus is not limited to the 
patient’s functioning during one select week or month. 
Scoring on the LKP outcome scale was performed by 
trained interviewers for whom adequate interrater 
reliability had been obtained (intraclass correlation 
coefficient -.92). 

The second measure of overall outcome was derived 
from indices developed by Strauss and Carpenter (22). 
This measure provides a general overall picture of 
posthospital functioning based on adjustment in four 
specific areas: social adjustment, occupational func- 
tioning, rehospitalization, and symptoms. The mea- 
sures of work performance and rehospitalization are 
based on the patient's functioning during the past year. 
The measures of social functioning and psychiatric 
symptoms are based on the patient's functioning dur- 
ing the past month. Indexes of global functioning in 
the week and month before the follow-up were also 
obtained from ratings by the interviewers on the 
Global Assessment Scale (GAS) (23) for 91 of the 110 
patients. 

The presence of mood-congruent and mood-incon- 
gruent delusions at the time of follow-up was deter- 
mined from the SADS interview, which covers the 1 
month before the interview. Delusions with content 
that was depressive, nihilistic, guilty and self-con- 
demning, somatic, or referential (without persecution) 
were classified as mood-congruent. Delusions with 
content that was bizarre or persecutory or had themes 
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of thought withdrawal, thought insertion, or thought 
broadcasting were classified as mood-incongruent. 
Informationonanxiety-neuroticand depressivesymp- 
toms at follow-up was obtained from the Katz Adjust- 
ment Scale (24). This is a self-administered question- 
naire in which the patient uses a 4-point scale to rate 
the intensity of each of 55 symptoms during the 
previous 2 weeks. Of the 55 symptoms, 10 assess 
anxiety symptoms, and nine tap depressed mood and 
behavior. The scores used in the analysis were the sums 
of the patients’ ratings on these two subscales. 
Analyses of variance were computed to compare 
patient groups on major patient or outcome variables. 
A priori planned comparisons were used to compare 
the two depressive groups and to compare the delu- 
sional depressive group to the schizophrenic group. 


RESULTS 
Overall Outcome 


Table 1 reports the results of the analyses of overall 
outcome. According to one-way analyses of variance 
(ANOVAs), there were significant main effects for 
diagnosis for both the LKP scale (F=7.00, df=2, 103, 
p<.002) and the Strauss-Carpenter scale (F=8.18, 
df=2, 103, p<.002). Separate analysis using the three 
different groups indicated that the schizophrenic group 
showed significantly worse functioning at follow-up 
on these scales of overall adjustment than both the 
delusional depressed patients (see table 1) and the 
nonpsychotic depressed group (LKP: F=10.53, df= 
1,103, p«.01; Strauss-Carpenter: F=11.89, df=1, 
103, p<.001). Despite a slightly more pathological 
mean score for the delusional depressed patients than 
the nonpsychotic depressed subjects on each of the 
outcome scales, the two depressive groups did not 
differ significantly on overall outcome. 

The results on the GAS were similar. The overall 
one-way ANOVA showed significant group differences 
(F=3.68, df=2, 88, p<.02). Individual a priori con- 
trast tests again indicated that there was no difference 
between the delusional and nonpsychotic depressed 
patients, despite slightly poorer overall functioning by 
the delusional patients. The schizophrenic patients 
again had a significantly poorer outcome than the 
nonpsychotic depressed patients (F=5.26, df=1, 88, 
p<.02), but the difference between the schizophrenic 
and delusional depressed patients was not significant, 
although again there was a strong trend toward poorer 
functioning among the schizophrenic subjects (see 
table 1). 

When considered in terms of overall outcome, these 
data suggest that there are only slight differences 
between the delusional and nonpsychotic depressed 
patients and that the delusional patients have slightly 
poorer overall functioning. Overall, the schizophrenic 
patients tended to show significantly poorer function- 
ing at follow-up than the two depressive groups. 
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TABLE 1. Overall Outcome and Anxiety and Depressive Symptoms of 31 Delusional Depressed Patients, 28 Nonpsychotic Depressed 
Patients, and 51 Schizophrenic Patients 14 Months After Hospital Discharge 





Group Score 


Analysis of Variance 




















Delusional Nonpsychotic Delusional Versus Delusional Depression 
Depression Depression Schizophrenia Nonpsychotic Depression Versus Schizophrenia 
Index Mean SD Mean SD Mean SD F df p F df p 
Overall outcome 
LKP scale (21)? 43 2.50 4.0 2.72 5.8 1.94 0.29 1, 103 is. 7.29 1,103 <.01 
Strauss- -Carpenter 
scale (22)? 10.9 3.52 11.5 3.64 8.5 3.58 0.56 1, 103 n.s. 7.99 1,103 <.006 
GAS (23) (N=91)° 56.5 21.67 63.0 17.22 $0.7 18.85 0.67 1,88 ns. 2.8 1,88 .09 
Katz Adjustment 
Scale (24) 
Depressed mood* 16.7 5.57 19.2 6.17 15.9 5.93 2.65 1, 102 «10 0.27 1,102 n.s. 
Anxiety-neurotic 
symptoms" 15.1 4.81 17.9 5.25 16.7 4.91 4.33 1,102 «05 135 1102 ns. 








“Higher score indicates poorer adjustment. 
Higher score indicates better adjustment. 
“Higher score indicates more severe psychopathology. 


Affective and Anxiety Symptoms at Follow-Up 


Results were obtained from the indexes of depressed 
mood and anxiety-neurotic symptoms from the Katz 
Adjustment Scale. As table 1 indicates, the delusionally 
depressed patients tended to have less severe symptoms 
of depressed mood than the nonpsychotic depressed 
group. The delusionally depressed patients did have 
more severe depressive mood than the schizophrenic 
patients, but the difference was not statistically signif- 
icant. In contrast, the nonpsychotic depressed patient 
group had a significantly more depressed mood than 
the schizophrenic group (F—4.38, df=1, 102, p<.03). 

The a priori planned comparison between the delus- 
ionally depressed and nonpsychotic depressed patients 
for anxiety symptoms revealed a statistically signifi- 
cant difference; the delusionally depressed patients had 
fewer or less severe symptoms. Surprisingly, the 
delusionally depressed subjects were somewhat less 
symptomatic on this index than were the schizophrenic 
patients, although this difference was not significant. 


Presence of Delusions at Follow-Up 


The presence of partial and full delusional ideation 
after hospitalization was determined from the SADS 
for both mood-congruent and mood-incongruent de- 
lusions (see table 2). When considering only mood- 
congruent, or depressive, delusions, there was a non- 
significant trend for more delusional activity at follow- 
up among the delusional depressed patients than 
among the nonpsychotic depressed patients. The dif- 
ference between the groups would have been larger 
had it not been for two nonpsychotic depressed pa- 
tients who showed partial or full delusional symptoms 
at follow-up. 

Whereas the two depressive groups were similar in 
other areas, the delusionally depressed patients had a 
significantly higher prevalence of mood-incongruent 
delusions at follow-up. The results in this area of 
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TABLE 2. Mood-Congruent and Mood-Incongruent Delusions in 31 
Delusional Depressed Patients and 28 Nonpsychotic Depressed 
Patients 14 Months After Hospital Discharge 








Delusional Nonpsychotic 

T Depressed Patients Depressed Patients 

ype of —————— ea ene er 
Delusions N % N % 
Mood congruent? 

Absent 24 77 26 93 

Present 7 23 2 7 
Mood incongruent” 

Absent 19 61 24 86 

Present 12 39 4 14 





2x222.4, df=1, p.12. 
by y2=3.8, df-1, p«.05. 


outcome could be important, since many clinicians 
have questioned whether delusional depression is a 
more severe manifestation of an affective disorder or a 
different type of depressive disorder. If delusional 
depression at index hospitalization were only a sign of 
a tendency toward more severe depressions, then one 
might expect that these patients, who were more 
severely disturbed at the time of hospitalization, would 
subsequently manifest more severe affective symptoms 
and perhaps more severe anxiety symptoms as well at 
follow-up. This was not the case, which casts some 
doubt on the hypothesis that delusional depressed 
patients only have more severe depressions. Our data 
indicate that the delusional depressed patients did not 
have more severe affective symptoms and anxiety at 
follow-up. However, they did have a higher prevalence 
of delusions, particularly mood-incongruent delusions, 
suggesting a specific vulnerability to delusional and 
psychotic symptoms. 


Rebospitalization 
No statistically significant differences were noted in 


the frequency of rehospitalization among the groups. 
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However, slightly more of the delusional than the 
nonpsychotic depressed patients had been rehospital- 
ized, and both depressive groups had lower rates of 
rehospitalization than the schizophrenic patients. 

These results indicate that delusionally depressed 
patients have an incidence and duration of rehospital- 
ization that is not dramatically different from that of 
nonpsychotic depressed patients. Other investigators 
(6) have noted a higher number of previous hospital- 
izations for delusional depressed than for nonpsy- 
chotic depressed patients. The current results do not 
support a diagnostic distinction between these de- 
pressed groups on the basis of rehospitalization rate 
and are consistent with observations (7, 11) that these 
two groups may not differ in frequency of illness 
episodes. Further data are required to resolve this 
issue. 


Social and Work Functioning at Follow-Up 


The Strauss-Carpenter indexes of instrumental work 
functioning and social adjustment were used to inves- 
tigate other areas of posthospitalization functioning. 
There were no statistically significant differences be- 
tween the two depressive groups in instrumental work 
functioning. In contrast, the schizophrenic patients 
showed significantly poorer work functioning than 
either the delusional (F=12.0, df=1, 103, p<.001) or 
nonpsychotic (F=14.68, df=1,103, p<.001) de- 
pressed patients. 

As was true for instrumental work functioning, the 
two depressive groups were not distinguished by the 
degree of impairment of social adjustment at fol- 
low-up, although the delusionally depressed patients 
were somewhat less likely to have good outcomes in 
this area. The schizophrenic patients evidenced a 
poorer level of social functioning than the delusionally 
depressed group, although this difference was not 
statistically significant either. 


DISCUSSION 


The present research used follow-up data to begin 
providing clues bearing on two central questions. The 
first of these is whether there are differences in out- 
come between patients who are delusionally depressed 
at hospitalization and patients who are not psychoti- 
cally depressed at hospitalization. The second question 
is whether being delusional at hospitalization is impor- 
tant in terms of later adjustment. 


Do Delusional Depressed Patients Differ From 
Nonpsychotic Depressed Patients? 


The question of whether delusional depressed pa- 
tients have a posthospital outcome that differs from 
that of nonpsychotic depressed patients received a 
somewhat mixed answer. In overall functioning for the 
entire posthospitalization period, the delusionally de- 
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pressed patients had scores that were between those of 
the nonpsychotic depressed patients and the schizo- 
phrenic patients. Except for the symptom picture at 
follow-up, however, the delusional depressive group 
was functioning at a level quite close to that of the 
nonpsychotic depressive group, and there were no 
significant differences between these two groups. The 
one area where the delusional depressed patients dif- 
fered from the nonpsychotic patients was in the sub- 
sequent symptom picture. The delusional depressed 
patients showed fewer depressive and anxiety symp- 
toms, and more of them had mood-incongruent delu- 
sions than did the nonpsychotic depressed patients. 
There were substantial group differences between the 
nonpsychotic depressed patients and the schizophrenic 
patients on all outcome measures. 

Thus, the area of posthospitalization outcome that 
most clearly highlighted differences between the de- 
pressed groups was symptoms. Patients who were 
delusionally depressed in the acute phase were more 
likely than nonpsychotic depressed patients to have 
psychotic symptoms after hospitalization, particularly 
mood-incongruent symptoms. Some or many delu- 
sional depressed patients may be vulnerable to, or have 
a tendency toward, delusional thinking after hospital- 
ization. It should be noted that 45% of the delusional 
depressed patients were receiving antipsychotic medi- 
cation in significant amounts even 1 year after dis- 
charge. However, the majority of the delusional de- 
pressed patients did not show delusions or other 
psychotic symptoms at follow-up, despite their greater 
tendency in this direction. 

The analyses of depressive and, particularly, anxi- 
ety-neurotic symptoms showed an unexpected ten- 
dency toward more psychopathology in the initially 
nonpsychotic patients. 

These data further suggest that the course of psy- 
chotic and affective symptoms in delusional depression 
differs from that in nonpsychotic depression. It ap- 
pears that for delusional depressed patients, affective 
and anxiety symptoms are less persistent and provide a 
smaller overall contribution to the total clinical picture 
1 year after hospital discharge. For many nonpsychotic 
depressed patients, depressive symptoms appear to be 
somewhat more persistent and severe, possibly as a 
result of chronic depressive trends for some or many of 
them. 

The results indicate that the psychotic symptoms 
seen in some patients with major depressive disorders 
may not be solely an epiphenomenon of a more severe 
affective disorder. Rather, these patients appear to 
have a disorder that involves a greater vulnerability to 
delusions and psychotic symptoms both at index hos- 
pitalization and at follow-up. There have been some 
reports (8, 11) of consistency in delusional ideation in 
recurrent illness and of ideational rumination about 
specific themes. It is possible that the delusional ideas 
of a subsample of these depressed patients persist and 
that others among these patients are vulnerable to 
subsequent delusional episodes. 
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Overall, these data on symptoms suggest that the 
two depressive groups do represent different types of 
disorders. It is possible that these somewhat surprising 
results may be influenced by chronic anxiety symptoms 
and chronic depressive trends in a certain number of 
the nonpsychotic depressed patients. This subgroup of 
nonpsychotic depressed subjects may have experienced 
anxiety symptoms and depressive trends for years 
before the more severe disorder seen at the time of 
index hospitalization, and these patients may have 
continued to experience some anxiety and depressive 
trends after hospitalization. 

The results from other areas of posthospital adjust- 
ment (e.g., rehospitalization, social and work function- 
ing) indicate that delusional depressed patients have 
aspects of functioning which resemble the functioning 
of nonpsychotic depressed patients. Thus, the delu- 
sional depressive group was highly similar to the 
nonpsychotic depressive group in the level of work 
performance, and each group was functioning signifi- 
cantly better than the schizophrenic patients. The 
social functioning of the delusional depressed subjects 
also was similar to that of the nonpsychotic depressed 
patients. 

In most areas there were trends toward slightly 
poorer outcomes among the formerly delusional de- 
pressed patients than among the nonpsychotic pa- 
tients. The differences were not significant, but there 
were significant differences in most major areas be- 
tween either group of depressed subjects and the 
schizophrenic patients. Hence, the data did indicate 
similarities in specific areas of outcome for the initially 
delusional and nonpsychotic depressed patients and 
many areas in which they were indistinguishable. At 
the same time, there were a few areas involving their 
subsequent vulnerability to specific types of symptoms 
in which they were clearly distinguishable and possibly 
MEE of somewhat different types of disor- 

ers. 


Does the Presence of Delusional Symptoms Predict 
Outcome? 


The second major issue is whether delusional or 
other psychotic symptoms are important in general. 
Prominent theorists such as Pope and Lipinski (25) and 
Abrams and Taylor (26) have provided some evidence 
suggesting that psychotic symptoms are inconsequen- 
tial or unimportant when considered in the context of 
the patient's subsequent functioning. Evidence on out- 
come by other research groups (1, 27) and by our own 
group (2, 14, 15) suggests that having psychotic, 
schizophrenic-like symptoms is of major consequence 
to the individual. The data on schizoaffective patients, 
who also have schizophrenic-like psychotic symptoms 
in addition to an affective disorder, have indicated that 
the presence of mood-incongruent psychotic symp- 
toms also is important. Only a relatively small percent- 
age of schizoaffective patients show a very good out- 
come in all areas of functioning (2). 
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The present data on major depressive disorders also 
suggest that the presence of delusional and psychotic 
symptoms affects posthospital functioning for this 
group of patients. This effect was observed in the 
different prevalences of delusions at follow-up in the 
patients with and without delusions during the index 
hospitalization. At least some initially delusional de- 
pressed patients appear to be more vulnerable to 
subsequent mood-incongruent delusions. It is possible 
that the consequence of having psychotic symptoms 
differs according to variables such as the quality, 
severity, or pervasiveness of such symptoms. Overall, 
however, when we look at the larger picture of delu- 
sions at hospitalization, our results suggest that while 
the presence of delusions is important in terms of 
specific vulnerability to psychotic symptoms, i: is less 
important for subsequent overall functioning among 
depressed patients than it is for other groups with 
major pathology, such as schizophrenic and schizo- 
affective patients. 
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Behavioral Aspects of Panic Disorder 


Isaac M. Marks, M.D. 








The bebavioral approacb to panic disorder 
distinguishes between agoraphobia and 
nonsituational panic and emphasizes the handicap to 
the patient caused by avoidance of agoraphobic 
situations. Agoraphobia is a more viable label than 
panic disorder. Bebavioral treatment consists of 
delineating the patient’s agoraphobic avoidance and 
panic profile and developing a self-exposure program 
to produce habituation. Systematic exposure to 
agoraphobic situations is usually of durable efficacy, 
and the treatment requires little time from clinicians. 
Antidepressant drugs, which do not interfere with 
exposure, are a useful addition when dyspboria is 
present, but they can have troublesome side effects. 

(Am ] Psychiatry 1987; 144:1160—1165) 


he DSM-III notion of panic disorder has stimu- 
lated immense interest in a common yet puzzling 
group of problems which share much with both phobic 





Presented at the 139th annual meeting of the American Psychiatric 
Association, Washington, D.C., May 10-16, 1986. Received May 
12, 1986; revised Dec. 29, 1986; accepted Feb. 26, 1987. From the 
Institute of Psychiatry, London. Address reprint requests to Dr. 
Marks, Institute of Psychiatry, De Crespigny Park, Denmark Hill, 
London SES 8AF, England. 

Smith, Kline and Beckman sponsored the symposium for which 
this paper was prepared. 

Copyright © 1987 American Psychiatric Association. 


1160 


disorders and generalized anxiety. For the category 
panic disorder, it is assumed that panic is a cardinal 
feature in an entity with a specific etiology, phenome- 
nology, and treatment. In protean problems such as 
these, it is hard to guess which element to seize as the 
Ariadne's thread that will guide us out of the labyrinth. 

Panic in the anxiety disorders seems like anemia or 
arthritis in blood or joint disorders. Observers can 
reliably agree on the presence of panic, anemia, or 
arthritis, but reliability need not imply validity. The 
presence of panic predicts little about phenomenology, 
etiology, or treatment, and its discontinuity from anx- 
iety may have been exaggerated. 

The behavioral approach offers another way of 
looking at these problems that makes better sense of 
the phenomenology and gives a clear guide to simple 
and enduringly effective treatment. It distinguishes 
phobic and nonphobic panic from the characteristic 
agoraphobic avoidance that is a central handicap in 
most cases and tells us how to help these patients. 


PHENOMENOLOGY 


Two types of panic are seen in panic disorder: 
phobia (situational) and nonsituational. The former, 
which occurs in the great majority of cases (i.e., those 
patients who have panic disorder with agoraphobia), is 
predictably triggered by a characteristic cluster of 
agoraphobic situations that mainly involve public 
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places (*agora" is the Greek word for marketplace), 
such as the street, stores, public transport, theaters, 
and crowded or enclosed spaces. Agoraphobic patients 
may not panic in all such situations but always do in 
some of them; multiple fears from within that cluster 
of cues are pathognomonic. 

The situations that evoke phobic panic in agorapho- 
bic patients may be either real or imagined; i.e., phobic 
panic can be induced either by 1) actually going into 
those situations or by 2) merely thinking about enter- 
ing them. The latter is “anticipatory phobic panic" 
similar to the panic that will strike someone with a 
severe cat phobia on thinking about cats or a normal 
mother on thinking that her child has had an accident. 

A critical concomitant of phobic panic in all pho- 
bias, including agoraphobia, is avoidance of those cues 
that regularly trigger panic. This leads to handicap if 
the avoided situations are frequent in everyday life, 
which is the case in agoraphobia. It is easier for an 
individual with a cat phobia to carry on normal life 
while avoiding cats than it is for an agoraphobic 
person, who avoids public places. This avoidance leads 
many agoraphobic People to become completely house- 
bound. 

Situational (phobic) panic, nadie anticipatory 
panic, is a hallmark of almost all severe phobias, not 
merely of the agoraphobia that is present in most cases 
of panic disorder. The subjective, behavioral, and 
physiological features of phobic panic are similar 
across the various types of phobia (1); indeed, the 
same features appear in normal panic as in soldiers 
under bombardment. Almost all phobic persons expe- 
rience rapid heart rate and breathing, sweating, and an 
urge to run away, and they may be frozen in terror for 
part of the time. The panic of agoraphobia is well- 
known. Less well known but equally dramatic is the 
panic experienced by those with specific phobias when 
confronted with their phobic stimulus. For example, 
when a spider suddenly landed on them, spider phobic 
patients of mine have jumped off a galloping horse in 
a forest, leapt out of a boat into the sea even when 

‘unable to swim, or scrambled on top of the kitchen 
refrigerator and remained petrified there for hours 
until help came. 

Another insufficiently appreciated point is that in 
agoraphobia, as in all phobias, relevant phobic cues 
evoke discomfort that ranges from mild anxiety to 
severe panic. Differing degrees of situational anxiety 
and situational panic are not clearly delineated; they 
fall on a continuum of severity, shading into one 
another. (Henceforth, the term “panic” will include 
lesser degrees of anxiety too.) By definition, situational 
panic is not found in nonphobic individuals. No one 
has yet shown that the distinction between mild anx- 
iety and severe panic is more categorical than the 
distinction between mild pain and excruciating agony. 
Mild and severe trigeminal neuralgia are not separate 
conditions. 

Given that the panic ensuing from contact with the 
phobic situation is so similar across the various types 
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of phobia, is there anything distinctive about the 
situational panic of agoraphobia/panic disorder? The 
answer is the particular constellation of situations that 
bring it on. Agoraphobic persons are not frightened by 
encountering real or imagined cats, thunderstorms, or 
dirt, but they are terrified when in the street, theater, or 
subway, or among crowds. In contrast, those with a 
cat phobia are not frightened of public places—only 
cats—while those with a thunderstorm phobia fear not 
public places but thunderstorms. 

Nonsituational panic, the second type, is found in all 
cases of panic disorder, whether or not these patients 
have agoraphobia. This panic occurs with no clear 
trigger; variants have been called nonsituational, non- 
phobic, unexpected, unpredictable, uncued, spontane- 
ous, or free-floating panic. Insofar as everything has a 
cause, there must be some hidden trigger for such 
panic, but that trigger is not a particular external 
situation or thought about such a situation. Specula- 
tions about possible precipitants of nonsituational 
anxiety range from discharges in the locus ceruleus to 
unconscious fantasies. Such speculations are hard to 
evaluate in the absence of good controlled data. 

A continuum between nonsituational anxiety and 
nonsituational panic corresponds to that in situational 
(phobic) anxiety, with respect to both duration and 
intensity of the discomfort. Tonic tension and surges of 
nonsituational panic merge into one another and are 
highly correlated. 

Nonsituational panic may occur without agorapho- 
bia (yielding the DSM-III-R category of panic disorder 
without agoraphobia) and is also common in major 
depression. Most agoraphobic persons have had non- 
situational as well as situational anxiety, often of 
sufficient severity to be called panic. 


Relation of Agoraphobia to Other Phobias 


Agoraphobia shares with other phobias the presence 
of phobic panic and avoidance. However, as men- 
tioned, the cues evoking such panic and avoidance 
tend to be different. First, the cues are a characteristic 
cluster of public places. Second, the cues are more 
multiple. Third, unlike most other phobic individuals, 
those with agoraphobia tend to have more nonphobic 
anxiety-related symptoms, including nonsituational 
panic, tonic tension, depression, and depersonaliza- 
tion. 


Relation of Agoraphobia to Panic Disorder 


DSM-III-R agoraphobia is both a subset of panic 
disorder (panic disorder with agoraphobia) and an 
entity outside of it (agoraphobia without a history of 
panic disorder). Little commends this spurious divi- 
sion. There is no evidence that agoraphobia without a 
history of panic disorder (in which the nonsituational 
and situational have never reached panic levels) differs 
substantively from agoraphobia in which such anxi- 
eties have reached the intensity of panic. After all, mild 
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and severe rheumatoid arthritis are not separate disor- 
ders. 

There is good reason, however, to separate agora- 
phobia from panic disorder without agoraphobia, 
despite the many intermediate cases. Unlike pure panic 
disorder patients, agoraphobic persons not only panic 
in certain situations but also tend to avoid them, and it 
is this avoidance which gives rise to their disability: 
their gradual confinement to the home because places 
outside bring on panic. They may even panic at home, 
but this is much less likely. Rarely, those with agora- 
phobia actually avoid sleeping in their beds once they 
have had a panic there, but examples like this are great 
exceptions. Avoidance is far more likely to develop to 
outside than to home situations in which panic has 
been experienced. As a species we may be more 
prepared to link panic to places outside our home 
territory than inside it, though this is probably not the 
whole story. It is hard to discern a common theme in 
the agoraphobic cluster. Saying that agoraphobic peo- 
ple seek safety begs the question of why home seems so 
much safer than places outside it, even when panic 
occurs at home. 

We do not know why the nonsituational panic of 
panic disorder often gets conditioned to the situations 
in which it occurs, transforming into the situational 
(phobic) panic and avoidance so typical of agorapho- 
bia, while a minority of cases remain pure panic 
disorder without developing agoraphobia. A prospec- 
tive follow-up of cases right from the start might 
clarify that conundrum. 

Many cases of agoraphobia do share the nonphobic 
symptoms of panic disorder—nonsituational panic, 
tonic tension, depression, and depersonalization—and 
this overlap may partly account for the DSM-III-R 
mode of labeling. 

The various types of onset of agoraphobia resemble 
those found in other phobic disorders and in obsessive- 
compulsive disorder. Although many believe that ago- 
raphobia always starts with a series of unexpected 
panics, in many cases early episodes may merely 
consist of twinges of mild anxiety that gradually 
mounts in intensity over successive episodes until one 
day it becomes a complete panic. Other cases begin 
with complete panic, and from that moment the per- 
son avoids the place where it occurred, so that only the 
first panic is unexpected. Thereafter, escape reduces 
panic and so reinforces further escape and ultimately 
avoidance. What initiates the original discomfort is 
still obscure. Dysphoria for whatever reason can po- 
tentiate it, but some agoraphobic patients deny ever 
having been depressed. 

Agoraphobia with a stuttering onset reminds us of 
kindling in animals; intermittent electrical stimulation 
of the amygdala eventually elicits a seizure, after which 
even previously subthreshold levels of stimulation trig- 
ger a fit. It may take a massive panic in an actual store 
to precipitate avoidance of that store the first time 
there, but after several trials even just thinking of that 
situation will precipitate panic. 
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Reasons to Retain Agoraphobia as a Prime 
Diagnostic Label 


There are strong reasons to retain the diagnostic 
category of agoraphobia that Westphal coined well 
over a century ago. Although the syndrome is pro- 
tean—the exact cluster of phobias varying from -one 
patient to the next—the agreement about its “fuzzy” 
set of features has been impressive in many multi- 
variate analyses in the United States and Europe (2-7, 
and Lipman et al. 1979 work cited by Hallam [4]). 
Simply knowing that someone fears going into the 
street and stores predicts his or her liability to show 
many other phobic and nonphobic aspects of that 
syndrome. 

A similar research base does not underpin the DSM- 
III-R label of panic disorder, and the term might best 
be abandoned inasmuch as it covers such a wide range 
of conditions. Nearly all phobic persons have at some 
point had unexpected panic on encountering their 
phobic stimulus, while nonsituational panic is frequent 
in major depression and during withdrawal from alco- 
hol or opiates and also occurs during hyperventilation 
and in vestibular disorders. Only a handful of panic 
disorder patients have no agoraphobia. They may have 
more somatic anxiety complaints and more muscular 
tension than do persons with generalized anxiety dis- 
order (8), but this hardly seems reason enough to give 
them a separate diagnostic label (just as the presence or 
absence of nodules in rheumatoid arthritis is no reason 
to divide it into two diagnostic entities). It is not very 
informative to say that someone has panic. Is it phobic 
panic, and if so, what type? Is it nonsituational panic? 
Is it part of depression or alcohol withdrawal or even 
of obsessive-compulsive disorder? 

Close scrutiny indicates that panic disorder has no 
distinct etiology, genetic background, biological mark- 
er, or treatment that clearly separates it from other 
anxiety disorders (reviewed by Marks [9]). The famil- 
ial loading in panic disorder is not of panic disorder 
per se but of a variety of anxiety disorders and 
depression. Disagreement is great about the frequency 
of mitral valve prolapse in panic disorder compared to 
that in other populations. No biological marker has 
been shown to be present solely in panic disorder and 
not in agitated depressed or anxious obsessive-com- 
pulsive patients or normal people panicking during 
real danger. This caveat concerns both panic response 
to sodium lactate infusion and left-right asymmetric 
blood flow in the parahippocampal gyri during panic. 
Panic response to lactate infusion occurs in anxious 
depression as well as in panic disorder and has been 
abolished not only with drugs but also with exposure 
therapy. There is no drug that exclusively helps panic 
disorder and no other syndrome. 

Phobic and nonphobic features vary among the 
phobic disorders, including agoraphobia, panic disor- 
der without agoraphobia, and obsessive-compulsive 
disorder. Panic (phobic and/or nonsituational) is found 
in all these conditions, while phobic panic and avoid- 
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ance are absent in pure panic disorder but present in 
phobic and obsessive-compulsive disorder. Nonphobic 
anxiety and depression are especially common in ago- 
raphobia, panic disorder without agoraphobia, and 
obsessive-compulsive disorder. 


TREATMENT 


A great strength of the behavioral approach to panic 
disorder is its rapid effectiveness in treating most cases. 
Controlled trials in the United States and Europe have 
repeatedly found that agoraphobic patients do well 
after exposure treatment for up to 4-7 years of fol- 
low-up, which is far longer than any results reported 
after discontinuation of drug treatment. The relative 
success of live exposure therapy does not, of course, 
tell us much about the cause of agoraphobia, though it 
may hint that avoidance maintains disability once the 
problem has begun. 

The value of exposure is still less well known and 
used by psychiatrists than it might be. One reason may 
be our adherence to a medical model that searches for 
a curative drug. Unless we integrate the biological 
perspective with a psychosocial one, however, we are 
likely to err and may fail to give our agoraphobic 
patients a fair deal. 

Other reasons for resistance to adopting exposure 
therapy might be beliefs that it requires a detailed 
knowledge of learning theory that few psychiatrists 
possess and that it is too time-consuming for busy 
clinicians. Neither of these notions is borne out by 
experience. In the last few years, hundreds of clinicians 
in the United Kingdom have learned to give exposure 
therapy successfully without having been trained in 
learning theory and after very. brief instruction in 
exposure methods. Moreover, these effective applica- 
tions often required the clinician to devote no more 
time to the patient than is customary with drugs and 
other widely used forms of psychiatric treatment. 
Within days of instruction many clinicians become 
able to find ways of helping agoraphobic patients in 
routine clinics by fairly simple advice about the expo- 
sure principle. 


The Self-Help Model 


This encouraging development partly arose from a 
recent move away from the idea of behavioral treat- 
ment as something done to patients toward a realiza- 
tion that behavioral methods form a system of self- 
help that the patient learns from a clinician who 
largely acts as coach and monitor. In most cases of 
agoraphobia, there is no need to practice exposure 
with the patients in the phobic situation, only to guide 
them on what to do there. The majority of patients can 
carry out the practice part of the treatment without a 
clinician being present. 

The clinician starts by mapping the patient's agora- 
phobic avoidance profile (“What do you avoid because 


Ano 


ISAAC M. MARKS 


it causes anxiety or panic in you but not in most other 
people?"). This is the first step in developing an 
exposure treatment strategy to yield lasting relicf from 
disability without needing much time from the clini- 
cian. Next, the clinician explains to the patient (and a 
relative, too, if one is available as a cotherapist) how 
he or she can overcome the problem by a self-cxposure 
program that will deal with each part of the avoidance 
profile in detail. Avoidance of and escape from fright- 
ening situations perpetuate panic, preventing patients 
from learning that if they allowed themselves to stay 
there long enough, the panic would subside anyway. 

The patient’s task is to remain in panic-inducing 
situations until he or she feels a bit better. This 
exposure will be more effective if it continues for long 
rather than short periods. The exercise should be 
repeated regularly until the fear is at an acceptable 
level. Because the task is difficult, the patient can start 
self-exposure with less frightening situations, extend- 
ing the program as he or she gets used to them. The 
program is most effective when the patient is not 
taking alcohol or benzodiazepines. It can be helpful for 
the clinician to prescribe the first few exposure tasks, 
which the patient freely agrees could be completed; the 
patient then sets more tasks as the earlier ones are 
completed. 

The therapist asks the patient to use a suitable 
manual as a guide in the self-exposure program and to 
record every day in a structured but simple diary the 
exposure tasks carried out and their outcome. Patients 
then leave the clinic to practice the suggested exposure 
tasks as homework between sessions while keeping a 
daily record of this homework and its results. They 
bring this exposure-homework diary back to the ther- 
apist in the next session for discussion and suggestions 
on how to proceed further. Sometimes it is also helpful 
for patients to phone the therapist once or twice 
between sessions to make an interim report on prog- 
ress and setbacks and to get ideas on how to deal with 
these. The patient is taught to anticipate setbacks and 
how to manage them. 

Even severe agoraphobia can respond with very little 
therapist investment, merely appropriate advice, as 
demonstrated by the following example. 


Case 1. Ms. A, a 40-year-old woman, had been virtually 
housebound for 5 years because of classic agoraphobia. In a 
12-hour session, she, her husband, and I delineated her 
avoidance profile (those places she avoided regulariy because 
they evoked panic) and worked out an exposure-Fomework 
program in which she would slowly habituate to one situa- 
tion after another. 1 explained how she should keep a diary 
of her exposure-homework exercises and asked her to mail 
them to me. This she did regularly. She diligently carried out 
her exposure program and within weeks was mobile for the 
first time in years. She kept up her progress for 4 years 
without seeing me again, but then she had some family 
difficulties, which depressed her, and quickly relapsed. She 
saw me once more for an hour and was encouraged to revive 
her original exposure-homework program. On doing this she 
recovered her pains, which continued through follow-up for 
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9 years, when I last heard from her—a gratifying result for 
2% hours of time from a clinician. 


Such results have been obtained by many clinicians 
who have used exposure therapy. These are far from 
being stories of miracle cures. Though little time is 
needed from the clinician, the patient has to work hard 
to implement the exposure program; improvement is 
only hard won by systematic self-implementation over 
many days and weeks and perhaps months. Ms. A’s 
story illustrates what might be achieved by means of 
minimal intervention of the right kind for the right 
type of problem. This cannot be stressed too much. We 
are not talking about a vague placebo effect in which 
saying almost anything soothing might do the trick. 
Antiexposure instructions, for example, do not help 
phobic patients, nor does ‘advice to relax: When such 
patients were advised to take a break from panic and 
to avoid whatever was upsetting them, they did not 
improve, although these same people did improve after 
they had embarked on an exposure program (10). 

Patients who respond to brief exposure guidance as 
just illustrated are not rare. A general psychiatrist who 
is alert to the possibilities of behavioral psychotherapy 
will frequently find agoraphobic patients who can 
benefit from detailed exposure advice that is individu- 
ally tailored to their particular problem. 

The amount of behavioral help that agoraphobic 
patients need from a clinician varies enormously. 
Many sufferers merely lack the knowledge of what 
principle to apply; when they learn what to do from a 
clinician or read a suitable self-exposure manual, they 
can apply their new knowledge successfully without 
further help, devising and completing a methodical 
self-exposure program entirely on their own. Detailed 
manuals and diaries to record exposure homework 
help sufferers to execute their program properly. In 
planning a self-exposure program, phobic individuals 
have to remember that long exposure periods reduce 
panic more than shorter ones do. 

Some agoraphobic patients need a bit of prompting 
to start a self-exposure program and then can manage 
on their own. Others require a little more help from 
the clinician in monitoring their progress at intervals. 
Clinicians need to teach patients to expect setbacks 
and rehearse dealing with them alone, but be available 
for the occasional brief booster session that some 
people require. All of these patients can be treated 
reasonably easily by a general psychiatrist without the 
need to refer them to a behavioral specialist and 
without medication. 

When these patients do need additional help in the 
form of some therapist-aided exposure, most general 
psychiatrists might want to call in specialist help. A 
few such patients want to continue therapist-aided 
exposure indefinitely despite having repeatedly habit- 
uated during sessions; the long-term outcome in such 
cases is dubious, as eventually the therapist must fade 
out of the scerie. 

At least 15 controlled studies have found self-expo- 
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sure therapy to be helpful for agoraphobia, and only 
one found no benefit from it (reviewed by Marks [9]). 
In the largest controlled study (11), marked gains from 
self-exposure occurred despite the patients’ having no 
interaction with a clinician beyond initial screening. 
Forty chronic agoraphobic subjects were randomized 
to get self-exposure instructions over 10 weeks from a 
self-help book (Living With Fear [12]), a psychiatrist, 
or a computer. Apart from a 1V2-hour initial assess- 
ment, mean clinician time per patient in the three 
groups was, respectively, only 0, 1.6, and 1.5 hours. 
All three groups improved markedly and equally up to 
6 months follow-up (11). Neither the clinician nor the 
computer conferred any advantage over the manual. 
Gains from self-exposure without medication were of 
the same order as those obtained using therapist-aided 
exposure or antidepressive drugs. 

An obvious question is whether the three treatment 
conditions in the Ghosh and Marks study (11) were 
anything more than a placebo. The answer is that in 
other controlled studies, phobic subjects who expected 
to improve with another procedure (antiexposure) 
failed to get better (10), and indeed antiexposure 
almost abolished gains from imipramine in agorapho- 
bic patients (13). Improvement from self-exposure is 
thus due less to the mere expectation of improvement 
than to the component of exposure that causes panic 
to subside. 

Self-exposure seems to yield enhanced results if 
patients use an appropriate manual and diary that 
records homework tasks for regular review. Still to be 
tested is the value of reading a manual without any 
prompting from a clinician. Two patients in the book- 
instructed condition of Ghosh et al. (14) had in fact 
previously bought the book Living Witb Fear on their 
own initiative but had failed to follow its directions 
until they were asked to do so by the psychiatrist in the 
trial, so initial contact with a clinician is an important 
motivator for some people. 

The efficacy of systematic self-exposure for agora- 
phobia is not yet widely realized. Obviously, failures 
do occur, but these are exceptional. Residual problems 
are not usually marked, and there is no controlled 
evidence that adding therapist aid to self-exposure 
enhances long-term outcome for most patients. The 
need to give therapist-aided exposure for agoraphobic 
patients has diminished as self-exposure manuals have 
been refined. Patients on my waiting list are asked to 
first try treating themselves using Living Witb Fear as 
a manual, and not infrequently they improve enough 
to obviate the need for a therapist. For most of the 
remaining cases, the clinician's role is to assess the 
problem and to teach people how to help themselves 
better. 

Some clinicians add cognitive strategies to exposure 
therapy, identifying patients’ abnormal beliefs and 
trying to modify them. In most controlled studies this 
practice failed to improve outcome of phobias or 
panic; moreover, abnormal beliefs were reduced as 
rapidly when panic was treated with exposure alone as 


A--. TF v1....1:.4... 444. QC .sas. bh. 1007 


they were when cognitive therapy was added to expo- 
sure (9). Relaxation, too, is redundant. Perhaps a more 
promising current trend is brief training of patients to 
breathe slowly and regularly when anxious (15). Un- 
published controlled work suggests this may be useful, 
but the point needs further controlled study. 

Can behavioral treatment offer anything to the 
minority of panic disorder patients who have no 
agoraphobia? In theory, habituation might occur with 
a program of exposure to fantasies of internal cues of 
panic. Such an approach remains to be tested in 

‘systematic controlled trials with adequate follow-up. 
Research on this point is long overdue. 


Drugs With Behavioral Treatment 


There is little doubt that antidepressants help ago- 
raphobic patients who are dysphoric, at least in the 
short term (16) (whether benzodiazepines are more 
than palliative remains to be seen). There is disagree- 
ment about whether antidepressants help agoraphobic 
patients who have normal mood (17, 18). Antidepres- 
sants do best when given together with exposure 
instructions (13, 19). 

Most investigators report a high relapse rate once 
drug treatment is stopped, whereas relapse is not a 
major problem after exposure. This is crucial in weigh- 
ing the trade-offs of various treatments in a condition 
as chronic as agoraphobia. The mean duration of 
agoraphobic symptoms in most controlled studies was 
nearly a decade or longer; in such cases the brief gains 
reported by most drug studies are of limited interest. 
The enduring gains after exposure are a more convinc- 
ing benefit. Moreover, exposure has none of the drug 
side effects that make many agoraphobic patients 
refuse medication, nor does it carry the opposite risk of 
drug dependence that is present with benzodiaz- 
epines. 

In brief, the handicap in panic disorder with agora- 
phobia stems mainly from avoidance of public places 
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and is reliably treated by systematic exposure; antide- 
pressants are helpful adjuvants when mood is dis- 
turbed. 
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Clinical Comparison of Tourette’s Disorder and 
Obsessive-Compulsive Disorder 


Roger K. Pitman, M.D., Robert C. Green, M.D., Michael A. Jenike, M.D., 
and M. Marsel Mesulam, M.D. 





The authors report on 16 outpatients with 
Tourette’s disorder, 16 outpatients with 
obsessive-compulsive disorder, and 16 normal 
control subjects who underwent structured 
interviews and psychological testing. Previous 
findings of a high incidence of obsessive-compulsive 
disorder in patients with Tourette’s disorder were 
confirmed. There was a significantly greater 
incidence of tics in the patients with 
obsessive-compulsive disorder and their relatives. 
Both patient groups had high rates of unipolar 
depressive and generalized anxiety disorders. Panic 
and phobic disorders were frequent in the patients 
with obsessive-compulsive disorder but not in the 
patients with Tourette’s disorder. The patients with 
obsessive-compulsive disorder showed less coprolalia, 
echo phenomena, self-destructive behavior, and 
childhood attention deficit. 

(Am J Psychiatry 1987; 144:1166—1171) 





he relationship between tics and obsessions and 

compulsions has been of interest at least since the 
turn of the century (1). Recent studies (2) have found 
rates of obsessive-compulsive disorder in patients with 
Tourette's disorder (the most prominent tic disorder) 
ranging from 55% to 74%. The occurrence of tics in 
obsessive-compulsive disorder has occasionally been 
noted (3—5). Rasmussen and Tsuang (6) reported a 596 
incidence of Tourette's disorder in patients with obses- 
sive-compulsive disorder. The occurrence of other tic 
disorders and of associated features of Tourette's 
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disorder, such as coprolalia, echo phenomena (echola- 
lia, echopraxia, palilalia), attention deficit, and self- 
destructive behavior (7), in obsessive-compulsive dis- 
order does not appear to have been examined. 

DSM-III recognizes that Tourette’s disorder may be 
accompanied by obsessive doubting thoughts and 
compulsive impulses to touch things or to perform 
complicated movements. DSM-III uses the criterion of 
purpose to distinguish compulsions from tics, defining 
compulsions as “designed to produce or prevent some 
future event or situation" (p. 235) and tics as “pur- 
poseless" and “involuntary” (p. 77). In a departure 
from its atheoretical stance with regard to the etiology 
of mental disorders, DSM-III excludes the diagnosis of 
obsessive-compulsive disorder if it is due to Tourette’s 
disorder. 

Despite a good deal of published commentary re- 
garding the relationship between the two disorders, we 
are aware of no previous studies systematically com- 
paring patients with obsessive-compulsive disorder 
and patients with Tourette's disorder. 


METHOD 


Subjects with Tourette's disorder were recruited 
from the Behavioral Neurology Clinic of the Beth 
Israel Hospital in Boston, and subjects with obsessive- 
compulsive disorder were recruited from the Obses- 
sive-Compulsive Disorders Clinic of the Massachusetts 
General Hospital in Boston. Letters were sent to 
current and former adult patients of both clinics 
soliciting their participation. Patients were told that 
the study would involve a psychiatric interview and 
psychological testing but not that the relationship 
among Tourette's disorder, tics, and obsessions and 
compulsions would be explored. From the patients 
who responded to the letter, subjects were selected on 
the basis of scheduling convenience and an attempt to 
include equal numbers of men and women. 

Of 49 patients with Tourette's disorder contacted, 
20 expressed interest and 16 were interviewed. Fifteen 
of these met DSM-III criteria for Tourette's disorder. 
The sixteenth deviated only in that she denied having 
the ability to suppress her movements voluntarily. 
Because her signs and symptoms were typical of 
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Tourette’s disorder in all other respects, she was 
retained in the Tourette’s disorder group. Of 32 pa- 
tients with obsessive-compulsive disorder contacted, 
22 expressed interest and 16 were interviewed. Fifteen 
met DSM-III criteria for obsessive-compulsive disor- 
der. The sixteenth met criteria for not only obsessive- 
compulsive disorder but also Tourette’s disorder. Be- 
cause this subject was ascertained as an obsessive- 
compulsive patient, he was retained in the obsessive- 
compulsive group. Sixteen control subjects were re- 
cruited from the staff of a Veterans Administration 
(VA) Medical Center. None met DSM-III criteria for 
obsessive-compulsive disorder, Tourette’s disorder, or 
any other psychiatric illness (excluding adjustment 
disorders), except for one who had a history of major 
depressive disorder. 

There were eight male and eight female subjects in 
the obsessive-compulsive disorder and control groups. 
The Tourette’s disorder group contained nine men and 
seven women. The mean+SD age for the patients with 
Tourette’s disorder was 31.0+7.8 years; for the pa- 
tients with obsessive-compulsive disorder it was 
40.0::12.1 years; and for the control subjects it was 
39.0::9.2 years. The difference in age between patients 
with Tourette’s disorder and patients with obsessive- 
compulsive disorder was significant (t=2.4, df=30, 
p=.02); so was the difference in age between patients 
with Tourette’s disorder and the control subjects 
(t=2.7, df=30, p=.01). There were no significant 
differences between the groups in level of education. 
The mean+SD number of years of education for the 
patients with Tourette's disorder was 14.0+2.9 years; 
for the patients with obsessive-compulsive disorder it 
was 13.6: 2.3 years; and for the control subjects it was 
14.8+2.7 years. 

After one of us (R.K.P.) explained the nature of the 
procedure and obtained informed consent, he inter- 
viewed each subject using the Yale Schedule for 
Tourette and Other Behavioral Syndromes-R (adult 
version) (unpublished 1985 manuscript of Pauls and 
Hurst, available on request through R.K.P.). This 
113-page instrument contains detailed questions re- 
garding lifetime history of tics, obsessions, compul- 
sions, echolalia, echopraxis, palilalia, coprolalia, and 
childhood attention deficit and hyperactivity. It also 
includes the Diagnostic Interview Schedule (8), which 
incorporates DSM-III criteria for mental disorders. 
Subjects were also interviewed by using a supplemen- 
tary interview schedule (unpublished 1985 form de- 
veloped by R.K.P., available on request) concerning 
subjective experiences of Tourette's disorder and 
obsessive-compulsive disorder, pathological doubt, 
slowness, depersonalization, and self-destructive be- 
haviors. Subjects also completed the following self- 
administered psychometric instruments: the Maudsley 
Obsessive Compulsive Inventory (9), the Eysenck Per- 
sonality Inventory (10), and the trait portion of the 
State-Trait Anxiety Inventory (11). 

Following the interview regarding the subjects’ own 
history, the descriptions of tics, obsessions, and com- 
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pulsions from the Yale schedule were reviewed with 
the subjects and they were asked whether to their 
knowledge any of their first-degree relatives (parents 
or siblings) had ever suffered from any of these symp- 
toms. When the answer was positive, details were 
requested and the corresponding diagnostic criteria 
were applied. Family history was confirmed by tele- 
phone interview with a family member designated by 
the patient as a good historian whenever one was 
available, which was in 75% of the families (evenly 
distributed across the three groups). 

All disorders and symptoms reported here for sub- 
jects and relatives are in terms of lifetime incidence. 
Except where indicated otherwise, results were ana- 
lyzed for significance by means of one-tailed Fisher's 
exact tests. 


RESULTS 


Obsessive-Compulsive Disorder in Patients With 
Tourette’s Disorder 


Table 1 presents the numbers of subjects in the 
Tourette’s disorder, obsessive-compulsive disorder, 
and control groups who met criteria for obsessive- 
compulsive disorder, Tourette’s disorder, and any tic 
disorder, as well as the numbers of subjects with 
associated symptoms and other mental disorders. Four 
men and six women with Tourette’s disorder met 
criteria for obsessive-compulsive disorder (we disre- 
garded the criterion of exclusion of the obsessive- 
compulsive disorder diagnosis in the presence of 
Tourette’s disorder). Four of the five patients with 
Tourette’s disorder with coprolalia met criteria for 
obsessive-compulsive disorder. For the patients with 
Tourette’s disorder who also had obsessive-compulsive 
disorder, the mean+SD age at onset of tics was 
8.33.3 years and the mean+SD age at onset of 
obsessions/compulsions was 17.4+6.6 years. The 
symptoms of obsessive-compulsive disorder in these 
patients with Tourette's disorder were mixed and 
characteristic of patients with obsessive-compulsive 
disorder in general (6, 12). Their obsessions involved 
forbidden sexual and aggressive images and impulses; 
their compulsions included checking, washing, and 
counting as well as magical attempts to ward off feared 
events. 

Table 2 presents the number of probands’ parents 
and siblings with a history of obsessive-compulsive 
disorder or any tic disorder. 


Tic Disorders in Patients With Obsessive- 
Compulsive Disorder 


Five men and one woman with obsessive-compulsive 
disorder met criteria for any tic disorder (three chronic 
motor, two transient, one Tourette's disorder) (for the 
male-female difference, p.06). Only one control sub- 
ject (a man) met criteria for tic disorder (chronic 
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TABLE 1. Lifetime Occurrence of Psychiatric Disorders and Symptoms in 16 Patients With Tourette’s Disorder, 16 Patients With 


Obsessive-Compulsive Disorder, and 16 Normal Control Subjects 





Subjects With Lifetime Occurrence 





Obsessive- 
Tourette’s | Compulsive 
Disorder or Symptom Disorder Disorder 
Disorders of main interest 
Obsessive-compulsive disorder 10 16 
Tourette’s disorder 16 1 
Any tic disorder 16 6 
Associated symptoms 
Pathological doubt 11 14 
Slowness 10 13 
Depersonalization 10 6 
Compulsive touching 14 4 
Self-destructive behavior 8 2 
Coprolalia 5 0 
Echo phenomena 10 2 
Childhood attention deficit 7 2 
Symmetry behavior 10 4 
Other disorders 
Unipolar depression 7 11 
Generalized anxiety 7 14 
Panic 1 9 
Phobic 2 10 





?Fisher's éxact test; criterion for significance: p<.05, one-tailed. 


Difference Between Groups (p)* 


Tourette's vs. Obsessive- 
Obsessive- Tourette’s vs. Compulsive 
Control Compulsive Control vs. Control 
0 ns. «.001 <.001 
0 <.001 <.001 n.s. 
1 <.001 <.001 <.05 
1 ns. <.001 <.001 
1 n.s. «.01 <.001 
1 n.S. «01 <.05 
0 <.001 <.001 ns. 
0 <.05 <.01 n.s. 
0 «.05 «.05 n.s. 
0 <.01 <.001 n.s. 
0 ns. <.05 n.s. 
0 «.05 «.001 n.s. 
1 ILS. <.05 <.001 
0 <.05 <.01 <,001 
0 «.01 n.s. «.001 
0 «01 ns. <,001 


TABLE 2. Lifetime Occurrence of Obsessive-Compulsive Disorder and Tic Disorders in Parents and Siblings of 16 Patients With Tourette’s 
Disorder, 16 Patients With Obsessive-Compulsive Disorder, and 16 Normal Control Subjects? 


Relatives of Probands With 
Tourette’s Disorder (N=74) 


Disorder N % 
Obsessive-compulsive disorder 5 7 
Tourette’s disorder 2 3 
Any tic disorder 11 15* 


Obsessive-Compulsive Disorder (N=75) 





Lifetime Occurrence 


Relatives of Probands With Relatives of Control 


Subjects (N=86) 


N 96 N 96 
6 gh 1 1 
1 1 0 0 
7 9b 1 1 





?The family history method, which is likely to provide underestimates, was used. 
Significantly higher than relatives of control subjects (p<.05, Fisher’s exact test, one-tailed). 
Significantly higher than relatives of control subjects (p<.001, Fisher's exact test, one-tailed). 


motor). Although one might imagine that tics would 
be more closely related to compulsions than to obses- 
sions, the only patient with obsessive-compulsive dis- 
order who reported obsessions in the absence of com- 
pulsions had a history of tic disorder. As in the patients 
with Tourette’s disorder, the appearance of tics in the 
patients with obsessive-compulsive disorder generally 
preceded the development of the obsessive-compulsive 
disorder: for patients with obsessive-compulsive disor- 
der with a tic disorder, the mean+SD age at onset was 
14.0+7.8 years for tics and 18.8+8.2 years for ob- 
sessions/compulsions. The types of tics reported by 
patients with obsessive-compulsive disorder included 
eye blinking, squinting, “snapping” the nose, hum- 
ming, repeating words, throat clearing, and sniffing— 
symptoms not unlike those of patients with Tourette’s 
disorder (7), although less severe and of later onset. 
Three patients with obsessive-compulsive disorder re- 
ported that their tics persisted into the present, and 
three reported that they had abated. 


1120 


As indicated in table 2, parents and siblings of 
probands with obsessive-compulsive disorder and 
probands with Tourette’s disorder had significantly 
higher incidences of tic disorder than did relatives of 
control subjects, but they did not significantly differ 
from each other. Not shown in the table, three (13%) 
of the 24 relatives of probands with obsessive-compul- 
sive disorder and a tic disorder had a tic disorder, 
compared with four (8%) of the 51 relatives of obses- 
sive-compulsive disorder probands without a tic disor- 
der, not a significant difference. Five (11%) of the 47 
relatives of women with obsessive-compulsive disorder 
had a tic disorder, compared with two (7%) of the 28 
relatives of men with obsessive-compulsive disorder, 
also not a significant difference. The tic symptoms in 
the relatives of patients with obsessive-compulsive 
disorder included eye blinking, squinting, head and 
neck jerking, tongue protrusion and biting, coughing, 
throat clearing, humming, and making noises. (The 
nephew of one patient with obsessive-compulsive dis- 
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order had been given the diagnosis of Tourette’s 
disorder at another center.) 

Eleven patients with obsessive-compulsive disorder 
had either a tic disorder or a family history of tic 
disorder, compared with only one control subject 
(p<.001). Furthermore, the control subject with tics 
may have represented the “exception that proves the 
rule.” This man, who reported an eye blinking tic 
when nervous, as did his father, spent 20 minutes a day 
checking the doors and windows of his home, a 
behavior that was not counted as a compulsion due to 
the absence of senselessness, resistance, or interference 
but that nevertheless stood out in contrast to the other 
control subjects. 


Purpose and Volition 


The criterion of purpose was examined as a means 
of distinguishing compulsions from tics. Nine patients 
with obsessive-compulsive disorder identified compul- 
sions aimed at preventing some dreaded consequence, 
e.g., checking that the apartment building door was 
locked “so that a draft doesn't come in and give one of 
the old people pneumonia.” However, seven patients 
with obsessive-compulsive disorder identified compul- 
sions that were not related to the prevention of any 
dreaded consequence but were performed for vaguer 
reasons, e.g., repeatedly dressing and undressing “‘until 
I get the right feeling” or “the need to write down the 
thoughts in my mind.” Those patients with obsessive- 
compulsive disorder whose compulsions were clearly 
purposeful were not immune to tics: of the six patients 
with obsessive-compulsive disorder with a positive 
history for tics, four reported typical compulsions 
designed to prevent the occurrence of dreaded conse- 
quences. 

Sense of purpose was also not consistently absent in 
patients’ reports of tics. Although prevention was 
generally not reported as a subjective motive behind 
tics, one Tourette’s disorder patient stated that shé 
performed a jumping tic "in order to prevent some- 
thing bad from happening to my family." Tics were 
often performed in a typically compulsive manner. For 
example, a Tourette's disorder patient was observed to 
sniff in five times and then sniff out five times in rapid 
succession. When asked about this, he responded “I do 
everything in fives." Several patients in both the 
Tourette's and obsessive-compulsive disorder groups 
identified in their eye-blinking or throat-clearing tics 
the purpose of ridding themselves of irritating sensa- 
tions in the eyes or throat. Sensory precursors to tics 
were reported by 14 patients with Tourette's disorder. 
Ten patients with Tourette's disorder (five men and 
five women) reported behaviors that were designed to 
maintain a sense of right-left bodily symmetry. For 
example, one of these patients explained that if she 
accidentally brushed a tree with her right hand, she 
then needed to intentionally brush another tree with 
her left hand “in order to balance it." Four patients 
with obsessive-compulsive disorder (three men and 
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one women) but no control subjects reported the same 
phenomenon. 

The DSM-III characterization of tics as involuntary 
also did not appear to be universally applicable. A 
Tourette’s disorder patient maintained, “My tics are 
not involuntary. I do it because I feel a tension in the 
area that I need to release.” This opinion was sustained 
by several other patients with Tourette’s disorder, but 
several of the patients with obsessive-compulsive dis- 
order reported that their compulsions were outside 
their voluntary control. Patients were more likely to 
describe a mounting sense of tension before perform- 
ing tics, as opposed to anxiety before performing 
compulsions, but this distinction did not uniformly 


apply. 
Associated Symptoms 


Pathological doubt, slowness, and depersonalization 
were significantly more common in patients with 
Tourette’s disorder and patients with obsessive-com- 
pulsive disorder than in control subjects, but the 
frequency of these did not differ significantly between 
the Tourette’s disorder and obsessive-compulsive dis- 
order groups (table 1). A Tourette’s disorder patient 
described her depersonalization as follows: “It was 
very scary. ld be sitting there talking with you and I'd 
doubt that I was really there, or that you were really 
there, or that we were really in the world. Then I'd 
wonder, "What's the world? *What's a human be- 
ing?' " Another Tourette's disorder patient ascribed 
the performance of some of her tics to the need to 
reassure herself that she really existed. 

Compulsive touching, self-destructive behaviors, 
echo phenomena, and childhood attention deficit were 
more common in the patients with Tourette's disorder 
than in the patients with obsessive-compulsive disor- 
der but were shown by none of the control subjects. In 
the patients with Tourette's disorder, the self-destruc- 
tive behaviors included biting mouth and fingers, 
gnashing and grinding teeth, pulling out chunks of 
hair, sticking a toothpick in the hand, and inching a 
foot into a running lawn mower. 


Psychodynamics 


Psychodynamic features commonly described in ob- 
sessive-compulsive disorder were sometimes evident in 
patients with Tourette’s disorder. One Tourette’s dis- 
order patient demonstrated intellectualization and iso- 
lation of affect when, after making reference to a 
thought of killing himself, he qualified this by stating, 
“What I was really trying to do just now was get the 
structure of the sentence exactly. I wasn’t really wor- 
ried about killing myself." Another Tourette's disorder 
patient reported being troubled by thoughts of “having 
sex with my mother and sucking my father's rear end 
hole." He made long lists of things that he "didn't 
want to do," presented these lists to his parents, and 
asked that they punish him should he try to do them. 
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TABLE 3. Scores on Self-Administered Psychometric Tests of 16 Patients With Tourette's Disorder, 16 Patients With Obsessive-Compulsive 


Disorder, and 16 Normal Control Subjects 








Score 
Obsessive- 
Tourette’s Compulsive 
Disorder Disorder 
Test Mean SD Mean SD 
Maudsley Obsessive Compulsive 
Inventory 8.4 6.7 152 6.1 
Eysenck Personality Inventory 
Neuroticism 14.0 4.6 15.6 4.1 
Extraversion 12:2 41 113 5.0 
State-Trait Anxiety Inventory 
Trait anxiety 47.6 130 584 104 


Difference Between Groups 





Tourette’s vs. Obsessive- 
Obsessive- Tourette’s vs. Compulsive 
Control Compulsive Control vs. Control 
Subjects : A 
Mean SD  (df-30) p (df=30) p (df=30) p 
43 34 3.0 «01 2.2 <.05 6.3 <.001 
68 4.0 1.1 n.s. 4.8 <.001 6.2 <.001 
141 3.0 <1 n.s. 1.5 n.s. 1.9 n.$. 
302 5.4 2.6 .01 5.0 <.001 9.7 «.001 





Psychological factors were sometimes evident in the 
development of the tics themselves. One of the patients 
with Tourette's disorder had a dramatic punching tic 
in which he would vigorously extend his fist, some- 
times to within inches of the interviewer's face. He 
described how this tic originated in a frustrated im- 
pulse to reach out and smear his girlfriend's makeup, 
which intensified at the time of their angry breakup 
and persisted long afterward. 


Other Mental Disorders 


The rates of affective disorders (all either unipolar 
major depressive or dysthymic) and generalized anxi- 
ety disorder among patients with Tourette's disorder 
and patients with obsessive-compulsive disorder (table 
1) were well in excess of those reported for the general 
population (13, 14). A high rate of panic and phobic 
disorders significantly distinguished patients with ob- 
sessive-compulsive disorder from both patients with 
Tourette's disorder and control subjects. However, 
these lifetime incidences may have been underesti- 
mated more in the Tourette's disorder group than in 
the other two groups because of its lower mean age. 

The results of the self-administered psychometric 
tests appear in table 3. 


DISCUSSION 


Design limitations in this study require discussion. 
Because subjects were not randomly ascertained, it is 
conceivable that the subjects who volunteered to par- 
ticipate were not typical of the general populations 
with Tourette's disorder or obsessive-compulsive dis- 
order. However, the specific questions posed by the 
study were not communicated to subject candidates in 
advance, which rules out the possibility of intentional 
self-selection. The 6396 incidence of obsessive-compul- 
sive disorder in the subjects with Tourette's disorder 
studied here is reassuringly close to previously re- 
ported estimates, as is the 6% incidence of Tourette's 
disorder in the subjects with obsessive-compulsive 
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disorder. Systematic data on the incidence of other tic 
disorders in subjects with obsessive-compulsive disor- 
der are not available for comparison with the data 
obtained here, but we can think of no reason why 
subjects with obsessive-compulsive disorder and tic 
disorders would have been more likely to volunteer for 
interview than subjects with obsessive-compulsive dis- 
order without tic disorders. 

Comparison of our family history data with data 
obtained from direct interviews of family members of 
subjects with Tourette's disorder (2) indicates that our 
sensitivity for obsessive-compulsive disorder and tic 
disorders in relatives was lower by more than 50%. 
The family history method has generally been found to 
have high specificity but low sensitivity (15). Accurate 
estimates of the rate of tic disorders in relatives of 
probands with obsessive-compulsive disorder com- 
pared with the rate in the general population are 
needed. Although a portion of the data was beyond 
subjective interpretation (e.g., documentation of a 
facial tic was found in the child psychiatry clinic 
records of one of the subjects with obsessive-compul- 
sive disorder, and tics were directly observed in some 
other subjects), it is possible that expectations of the 
nonblind interviewer introduced bias into the findings. 
The results should therefore be regarded as tentative 
until they can be replicated in more elaborate studies 
incorporating (as far as possible) blind interview de- 
sign as well as larger sample sizes, random ascertain- 
ment of probands, age matching of groups with Tou- 
rette's disorder and obsessive-compulsive disorder, 
and direct interviewing of family members. 

In patients with both tics and compulsions, it was 
sometimes impossible to tell where one ended and the 
other began, supporting the notion of a symptomatic 
continuum from simple tic through complex tic to 
compulsion. Certain kinds of compulsive behavior, 
such as touching and symmetry behavior, occurred 
more often in Tourette's disorder than in obsessive- 
compulsive disorder. Rasmussen and Tsuang (6) ob- 
served “symmetry obsessions” in 36% of their patients 
with obsessive-compulsive disorder (including one 
with concomitant Tourette's disorder), finding them 
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(as did we) to be more common in men with obsessive- 
compulsive disorder. Schilder (3) suggested that the 
occurrence of symmetry symptoms in obsessive-com- 
pulsive disorder pointed to an organic etiology. Our 
patients with Tourette’s disorder showed a high rate of 
pathological doubt and slowness, psychopathology 
generally understood to be obsessional. Depersonaliza- 
tion, whose role in obsessional disorders Janet (16, 17) 
emphasized, also figured prominently in the psychopa- 
thology of patients with Tourette’s disorder. The pa- 
tients with Tourette’s disorder were more anxious, 
neurotic, and compulsive according to the self-admin- 
istered psychometric tests than were the control sub- 
jects but did not score as high on these measures as did 
the patients with obsessive-compulsive disorder, a 
finding reported elsewhere (18). 

The most novel results of this study pertain to the 
high rate of tic symptoms in the patients with obses- 
sive-compulsive disorder and their relatives. In fact, 
tics were more useful in distinguishing relatives of 
patients with obsessive-compulsive disorder from rel- 
atives of control subjects than were obsessions or 
compulsions. Only a few patients with obsessive- 
compulsive disorder, however, shared the echo phe- 
nomena, self-destructive behavior, symmetry behavior, 
and history of childhood attention deficit found in a 
substantial number of the patients with Tourette’s 
disorder, and none had coprolalia. 

The results suggest symptomatic overlap tending to 
blur the two disorders as well as symptomatic poles 
tending to distinguish them. With this pattern, the ease 
of differential diagnosis of a given patient would 
depend on his or her proximity to one of the poles. The 
arbitrary exclusion in DSM-III of the obsessive-com- 
pulsive disorder diagnosis in the presence of Tourette’s 
disorder does not seem supportable. Pauls et al. (2) 
have presented data suggeting that the same genetic 
factor may be manifested as tics in some individuals 
and obsessions and compulsions in others, with pene- 
trance in males weighted toward tics and penetrance in 
females toward obsessive-compulsive disorder (19). 
Our data are consistent with that formulation. 
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A 20-Month Follow-Up Study of 628 Women 
With Eating Disorders, I: Course and Severity 


Joel Yager, M.D., John Landsverk, Ph.D., and Carole K. Edelstein, M.D. 





A national sample of 628 women with eating 
disorders completed questionnaires in 1982 and 
again in 1984. According to initial simulated 
DSM-III diagnoses, 34 had anorexia nervosa with 
bulimic features, 392 had normal-weight bulimia, 
and 202 had a subdiagnostic eating disorder. Most 
respondents in the latter two groups met some 
criteria for alternative eating disorders. At follow-up, 
29% of the anorexia nervosa group and 43% of the 
normal-weight bulimia group bad improved enough 
to be classified as having a subdiagnostic disorder. 
Respondents who sought professional help between 
the initial survey and follow-up reported no more 
improvement than those who did not seek belp. 

(Am J Psychiatry 1987; 144:1172—1177) 





O ver the past few years, a number of follow-up 
studies of patients with anorexia nervosa have 
been reported and critically reviewed (1-9). Among 
the important findings are the following: 1) about 
30%—40% of all patients with anorexia nervosa re- 
cover totally, 2) about 40%—50% develop a bulimic 
syndrome although they may recover weight, and 3) 
the bulimic subtype of anorexia nervosa seems to have 
a worse prognosis than the restrictor subtype. 

To date few follow-up studies of normal-weight 
bulimia have been published (10—12), so knowledge of 
the natural course of this syndrome is lacking. Rus- 
sell’s observation (13) that bulimia nervosa is a partic- 
ularly “ominous” variant of anorexia nervosa led early 
students of the bulimic syndrome to be pessimistic 
about its course. However, most American researchers 
have studied so-called normal-weight bulimia as de- 
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fined in DSM-HI—a syndrome that differs from Rus- 
sell’s “bulimia nervosa" in several respects, most im- 
portantly by not including features that are more like 
those of anorexia nervosa. Published follow-up reports 
on patients with normal-weight bulimia have, under- 
standably, described small clinical samples, which are 
often treated by expert clinicians using their own 
different favored modalities. No information has been 
available on the natural history of the untreated syn- 
drome. As Russell pointed out (14), such information 
is essential if we are to be able to assess the true 
effectiveness of treatment interventions. 

This paper describes the course of eating disorder 
syndromes and symptoms in 628 women over an 
average interval of 20 months from 1982 to 1984. We 
intended to study whether these disorders in the com- 
munity are best regarded as distinct diagnoses or as a 
continuum. Additionally, marked differences in help 
seeking permitted us to compare the course of those 
who had sought help for their disorders with the 
course of those who did not seek treatment. 


METHOD 


In response to an invitation in Glamour magazine in 
October 1982 for women with bulimic problems to 
participate in research, 1,729 women completed exten- 
sive mail-out questionnaires about their eating disor- 
ders (initial data) and also provided permission to be 
recontacted. A second mailing to this group in January 
1984 yielded 692 responses (follow-up data). Compar- 
ison of data given by the women when they entered the 
study showed no statistically significant differences 
between responders and nonresponders to the fol- 
low-up questionnaire on variables concerning their 
eating disorders and demographic background. 

Of the 692. follow-up responders, 628 completed 
both the initial and the follow-up questionnaire with 
sufficient information for us to determine simulated 
DSM-III eating disorder diagnoses at both time points. 
Although 661 responders provided sufficient informa- 
tion for an initial simulated diagnosis and 656 pro- 
vided sufficient information for a follow-up simulated 
diagnosis, we restricted our analysis to those 628 
respondents for whom we had complete data at both 
times. 
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Data reported in this paper were collected by means 
of the eating problems questionnaire developed by 
Johnson et al. (15) (to which we added questions to 
allow better approximation to DSM-III diagnoses), 
the Brief Symptom Inventory (a shortened form of the 
Hopkins Symptom Checklist) (16), the Eating Disor- 
der Inventory (17), and a detailed questionnaire about 
help seeking. The Eating Disorder Inventory used at 
entry was an early version; the one used at follow-up 
was the final version of this instrument. For the two 
subscales (interoceptive awareness and maturity fears), 
which were not identical in the two versions, compa- 
rability was accomplished by using only identical items 
at the two time points and weighting subscale scores 
when there were different numbers of items. 

We used the following criteria for our simulated 
DSM-III diagnosis of anorexia nervosa: 

A. Intense fear of becoming obese, which does not 
diminish as weight loss progresses. Respondents had to 
give a rating of often, usually, or always to three 
separate items regarding their being “terrified of gain- 
ing weight,” being ‘preoccupied with the desire to be 
thinner,” and feeling “terrified of fat." 

B. Disturbance of body image. Respondents had to 
endorse an item stating that they had “felt fat despite 
others saying they were too thin.” 

C. A weight criterion. Present weight had to be 
25% or more below the recommended mean weight 
for height according to the 1983 Metropolitan Life 
Insurance Company tables (18). 

DSM-III criteria D ("refusal to maintain body 
weight over a minimal normal weight for age and 
height") and E (no known physical illness that would 
account for the weight loss") were not used. 

The following criteria were used for the simulated 
DSM-III diagnosis of bulimia: 

A. Recurrent episodes of binge eating (rapid con- 
sumption of a large amount of food in a discrete period 
of time, usually less than 2 hours). Respondents had to 
give a rating of often or always to two of the following 
items: I “‘eat a large amount of food during binges,” 
“eat very rapidly during binges,” “feel I can’t stop 
during binges.” 

B. Presence of at least three of five behaviors asso- 
ciated with bulimia. 

1. Consumption of high-calorie, easily digested 
food during a binge. Respondents had to give a rating 
of always, usually, or often to each of these items: I 
“binge on bread/cereal/pasta,” “binge on salty snack 
food,” “binge on sweets.” 

2. Inconspicuous eating during a binge. Respon- 
dents had to give a rating of always, usually, or often 
to two statements: I “eat moderately in front of others 
and stuff myself when they are gone,” “eat or drink in 
secrecy.” 

3. Termination of such eating episodes by ab- 
dominal pain, sleep, social interruption, or self-in- 
duced vomiting. Respondents had to endorse “I cur- 
rently vomit after a binge." 

4. Repeated attempts to lose weight by severely 
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restrictive diets, self-induced vomiting, or use of 
cathartics or diuretics. Respondents had to endorse at 
least one of these: I “induce vomiting more than once 
a month," "take laxatives for weight control more 
than once a month." 

5. Weight fluctuations of more than 10 Ib. due to 
alternating binges and fasts. Respondents had to en- 
dorse My "weight goes up or down 10 pounds or 
more." 

C. Awareness that the eating pattern is abnormal 
and fear of not being able to eat normally. Respon- 
dents had to indicate that they currently "had a 
problem with bingeing" and give a rating of always, 
usually, or often to one of the following two items: ! 
“feel I can't stop during a binge,” “have gone on eating 
binges that I couldn't stop." 

D. Depressed mood and self-deprecating thoughts 
following eating binges. Respondents had to endorse 
two of the following three items: I “feel disgusted after 
a binge,” “feel helpless after a binge,” "feel guilty after 
a binge.” 

E. Bulimic episodes not due to anorexia nervosa. 
While this is an arguable criterion, we established the 
diagnoses of anorexia nervosa and bulimia as separate 
from each other. Subjects were given a diagnosis of 
anorexia nervosa (which we called anorexia nervosa 
with bulimic features), normal-weight bulimia, or 
subdiagnostic eating disorder (not “subclinical,” be- 
cause the respondents did have symptoms). 

In addition to making a diagnosis, we rated symp- 
tom severity. Two scales were constructed: a bulimic 
behavior scale and a psychosocial impact scale. The 
bulimic behavior scale measures the average frequency 
of binge eating, vomiting, and laxative abuse. The 
psychosocial impact scale assesses how much respon- 
dents’ eating problems influence five areas: work, 
nonwork daily activities, thoughts, feelings about self, 
and personal relationships. 


RESULTS 


The 628 women completed the follow-up question- 
naire a mean £SD of 1.74+1.12 years after the initial 
survey. Initially, their mean+SD age was 24.7 7.3 
years, 34.1% were college graduates, 96.5% were 
Caucasian, 64.6% were single, 24.3% were married, 
and 11.1% were separated, divorced, or widowed. 
Differences among the diagnostic groups were few and 
not statistically significant: respondents who had ano- 
rexia nervosa with bulimic features were a bit younger, 
and this group included fewer college graduates. The 
mean+SD reported age at onset of the eating disorders 
was 14.9+5.8 years. 

Respondents in the three diagnostic groups were of 
comparable height. Data for actual and desired 
weights initially and at follow-up are presented in table 
1. Of the 34 respondents who initially met criteria for 
anorexia nervosa, 18 met all the criteria for bulimia. 
The average bulimia severity scores for the 16 who did 
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TABLE 1. Weight Changes Over 20 Months for 628 Women With Simulated DSM-III Diagnoses of Eating Disorders 

















Reported Reported Weight Desired Desired Weight 
Weight (Ib.)* as % of Standard? Weight (Ib.)? as % of Standard? 

Initial Diagnosis Mean SD Mean SD Mean SD Mean SD 
Anorexia nervosa with 

bulimic features (N34) 

Initial 94.2 8.2 71.1 5.0 95.4 11.1 71.6 6.5 

Follow-up 103.9 17.2 78.4 12.1 99.9 13.5 75.4 932 

Change +9,7° 14.3 T7.4* 10.5 T4. 10.2 +3.6 7.6 
Normal-weight 

bulimia (N=392) 

Initial 131.0 22.7 97.7 15.5 114.4 13.9 85.3 8.5 

Follow-up 133.8 23.4 99.8 16.4 116.4 13.4 86.8 7.8 

Change *2.8* 13.7 *2.1* 10.2 +2.1° 7.3 +1.6° 5.8 
Subdiagnostic eating 

disorder (N=202) 

Initial 126.8 24.9 94.5 17.7 113.7 12.2 84.8 7.8 

Follow-up 129.6 26.3 96.7 18.8 115.5 12.8 86.1 8.2 

Change 32.8* 14.1 T2.1* 10.4 3 1.9* 5.8 +1.45 43 








?Significant difference between diagnostic groups in initial, follow-up, and change measures (p<.05, unbalanced ANOVA). 
Significant difference between diagnostic groups in initial and follow-up measures (p<.05, unbalanced ANOVA). 


“p<.05 (Student's t test for change scores not equal to 0). 


TABLE 2. Diagnoses at 20-Month Follow-Up of 628 Women With Simulated DSM-III Diagnoses of Eating Disorders at Initial Survey 





Anorexia Nervosa With 
Bulimic Features 


Initial Diagnosis 








Diagnosis at Follow-Up 
Normal-Weight 





Subdiagnostic 





Anorexia nervosa with bulimic features (N=34) 10 
Normal-weight bulimia (N=392) 4 
Subdiagnostic eating disorder (N=202) 1 
Total (N-628) 15 





not were nearly as high as those of the 18 who did, so 
for analysis all were considered as having anorexia 
nervosa with bulimic features. Initial weights for this 
group fell well under the criterion of 25% or more 
below standard weight (meant+SD=94.2+8.2 lb., 
71.196 £5.0% of standard weight). There was a sig- 
nificant increase in reported weights from initial survey 
to follow-up, with a mean+SD of 9.7:3:14.3 lb. for the 
group that had anorexia with bulimic features. 

However, at follow-up, women who had anorexia 
nervosa with bulimic features desired to weigh less 
than their actual weights. In our experience, this very 
low desired weight signifies continued cognitive distor- 
tion of body image. Although reported weights for the 
groups with normal-weight bulimia and subdiagnostic 
eating disorders were at virtually the same percentage 
of standard weight for height initially and at fol- 
low-up, their desired weights were lower—13%—15% 
below standard—suggesting a certain degree of body 
image distortion for these groups as well. 

This overlap of eating disorder diagnostic criteria 
among the three groups was also evident in the large 
percentages of respondents in each group who met 
individual diagnostic criteria for current anorexia ner- 
vosa and for bulimia. For example, more than 85% of 
the 594 respondents who did not have anorexia ner- 
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Bulimia Eating Disorder 

926 N 96 N % 
29.4 14 41.2 10 29.4 
1.0 220 56.1 168 42.9 
0.5 66 32.7 135 66.8 
2.4 300 47.8 313 49.8 





vosa had an intense fear of becoming obese (criterion 
A), while more than half met the criterion for body 
image distortion (criterion B). 

Noteworthy, also, was the large proportion of re- 
spondents with subdiagnostic disorders who met indi- 
vidual criteria for the diagnosis of bulimia (4496— 
76%, depending on the criterion). Table 2 shows the 
changes in diagnostic patterns between initial and 
follow-up surveys. In general, respondents tended to 
become healthier. 

Table 3 contains Eating Disorder Inventory scale 
scores for each diagnostic group initially and at fol- 
low-up. Scores for the groups that had anorexia ner- 
vosa with bulimic features and normal-weight bulimia 
closely paralleled scores published by Garner et al. (17) 
for clinical samples with anorexia nervosa and 
bulimia. Scores for the group with subdiagnostic eat- 
ing disorders fell midway between Garner and associ- 
ates’ published norms for patients and for normal 
controls. These findings lend validity to our diagnostic 
groupings. In fact, on several scales our respondents 
scored higher than did the corresponding clinical sam- 
ples of Garner et al. The group who had anorexia 
nervosa with bulimic features had the highest total 
scores and the highest scores on the drive for thinness, 
perfectionism, and interpersonal distrust subscales, 
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TABLE 3. Eating Disorder Inventory Scale Scores at Initial Survey and at 20-Month Follow-Up for 628 Women With Simulated DSM-IH 


Diagnoses of Eating Disorders 





Anorexia Nervosa With 
Bulimic Features (N—34) 


Eating Disorder Inventory Scale Mean SD 
Drive for thinness 

Initia? 17.4 3.4 

Follow-up? 14.65 5.2 
Interoceptive awareness 

Initial? 14.6 8.0 

Follow-up? 9.26 6.4 
Bulimia 

Initial* 9.7 5.4 

Follow-up? 7.2 5.7 
Body dissatisfaction 

Initial* 16.8 8.5 

Follow-up* 15.7 8.5 
Ineffectiveness 

Initial* 12.9 8.3 

Follow-up* 10.4 79 
Maturity fears 

Initial? 6.7 6.9 

Follow-up 4.7 3.7 
Perfectionism 

Initial? 10.9 5.5 

Follow-up? 10.9 5.7 
Interpersonal distrust 

Initial? 8.1 5.5 

Follow-up 5.4? 4.2 
Total inventory 

Initial? 97.1 31.0 

Follow-up* 78.1^ 29.6 


Score 


Normal-Weight 
Bulimia (N=392) 


Mean SD 








Subdiagnostic Eating 
Disorder (N=202) 








Mean SD 

16.7 3.8 13.6 5.3 
13.9b 5.6 11.7b 6.3 
11.0 6.9 8.3 6.0 
8.05 6.2 6.66 6.1 
13.0 4.5 74 5.2 
8.7? 5.8 6.0° 5.7 
19.7 6.6 162 7.6 
18.3? 7.5 15.5 8.8 
11.1 7.5 74 6.3 
9.15 7.5 74 74 
4.5 5.5 6 5.1 
5.0 3.9 4b 3.5 
9.9 48 77 49 
8.7 5.0 73 4.9 
6.1 4.8 4.9 4.3 
4.8^ 4.6 4.25 4.5 
92.1 26.8 68.6 27.4 
76.3> 32.0 62.8^ 32.6 











'p<.05 (unbalanced ANOVA for differences between diagnostic groups). 


5p«.05 (Student's t test for change scores not equal to 0). 


consistent with the overall clinical picture of the sub- 
type. Differences among the diagnostic groups were 
significant; as expected, the subdiagnostic eating dis- 
orders group had the lowest scores. Body dissatisfac- 
tion scores were highest among the normal-weight 
bulimic subjects, consistent with their being farther 
than any other group from their desired body weights. 
With a few minor exceptions, scores on the Eating 
Disorder Inventory scales tended to improve from 
entry to follow-up. 

Severity scores for bulimic behavior and psychoso- 
cial impact of symptoms initially and at follow-up are 
presented in table 4. Initially, the typical respondent 
who had anorexia nervosa with bulimic features 
binged somewhat more than once a week, the typical 
normal-weight bulimic subject binged midway be- 
tween once a week and daily, and the typical subdiag- 
nostic subject binged, on average, once a week. Át 
follow-up, significant improvement was reported in 
binge eating, purging, and laxative use, ranging from 
12.5% to 25.0% for the anorexia nervosa group and 
from 24.196 to 42.196 for the normal-weight bulimia 
and subdiagnostic disorders groups. 

Psychosocial impact scale scores indicated that the 
typical anorexia nervosa and normal-weight bulimia 
respondent reported that her eating problems influ- 
enced her subjective state (thoughts and feelings about 
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self) between very much and totally; work, nonwork 
activities, and personal relationships were influenced 
between somewhat and very much. Subdiagnostic dis- 
order respondents reported less negative impact. At 
follow-up, in contrast to the changes in bulimic behav- 
iors we have described, very little change was reported 
in the total psychosocial impact scale scores, ranging 
from a mere 3.4% improvement for the group who 
had anorexia nervosa with bulimic features to a 6.796 
worsening for the normal-weight bulimia group. 
Finally, we examined the likelihood of improvement 
for each diagnostic group from initial survey to fol- 
low-up in relation to whether respondents had sought 
professional treatment in the community for eating 
disorders during that time. For the sample as a whole, 
31.7% (N=199) had never sought any professional 
help, 53.8% (N—338) had sought help before the 
initial ratings in 1982, and 14.5% (N=91) had sought 
help only between entry into the study and follow-up. 
We excluded from the analysis all respondents who 
reported seeking help at or before entry. Adjusting for 
initial differences in severity between those who sought 
professional help and those who did not (by entering 
initial scores as a covariate), we found no outcome 
advantages in scores for weight, Eating Disorder In- 
ventory scales, or severity scales for those who sought 
professional help between entry into the study and 
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TABLE 4. Changes Over 20 Months in Eating Disorder Severity Scale Scores of 628 Women With Simulated DSM-iII Diagnoses of Eating 


Disorders 


Anorexia Nervosa With 
Bulimic Features (N=34) 





Score % 
Severity Scale Mean SD Change 
Bulimic behavior (frequency)? 
Bingeing 
Initial 3.2 1.6 
Follow-up? 2.9 1.7 
Change^ —12.5 
Purging 
Initial? 3.2 1.9 
Follow-up? 2.5 2.1 
Change —25.0° 
Laxative use 
Initial 17 1.6 
Follow-up? 1.4 1.5 
Change” -23.5 
Average of all three behaviors 
Initial? 2.7 1.1 
Follow- yp 2.1 1.2 
Change? —22.2* 
Psychosocial impact 
(influence of eating problem)? 
Work 
Initial? 2.1 0.9 
Follow-up? 2.6 1.0 
Change +28.6 
Nonwork daily activities 
Initial 2.9 0.7 
Follow-up? 2.9 1.0 
Change -3.4 
Thoughts 
Initial? 3.4 0.6 
Follow-up? 3.3 0.8 
Change —2.9 
Feelings about self 
Initial? 3.3 0.7 
Follow-up? 3.4 0.8 
Change +3.0 
Personal relationships 
Initial? 2.6 0.8 
Follow-up? 2.9 0.8 
Change +7.7 
Average of all five areas 
Initial? 2.9 0.5 
Follow-up? 3.0 0.7 
Change +3.4 








Normal-Weight Bulimia Subdiagnostic Eating 





(N=392) Disorder (N=202) 
EE % C. CR. % 
Mean SD Change Mean SD Change 

3.5 0.9 2.9 1.3 
2.6 1.3 24 1.5 
-25.7* —24.1* 
2.4 1.8 2.0 1.9 
1.8 1.7 1.6 1.7 
—29.2* —25.0* 
1.9 1.7 1.2 1.5 
1.1 1.3 0.8 1 
—42.1* ~33,3° 
6 0.9 2.0 13 
1.8 1.0 1.5 1.1 
—30.8* —25.0* 
2.3 0.9 1.8 0.8 
2.2 0.8 1.8 0.8 
—4.3 0.0 
2.8 0.8 2.3 0.8 
2.6 0.8 2.4 0.8 
A 0.0 
3.4 0.6 2.9 0.8 
32 0.7 2.9 0.8 
—8.8 0.0 
3.6 0.5 32 0.8 
3. 0.7 3.1 0.8 
—5.6 -3.1 
2.9 0.8 24 0.9 
2.8 0.8 2.4 0.9 
—3.4 ~4.2 
3.0 0.6 2.6 0.6 
2.8 0.6 2.5 0.7 
—6.7 0.0 








d not at all; 1=once a month or less; 2=a few times a month; 3=at least once a week; 4=daily; 52 more than once a day. 
5p«.05 (unbal anced ANOVA for differences between diagnostic groups). 


p<. .05 (Student’s t test for change scores not equal to 0). 
1=none at all; 2=some; 3=very much; 4=total. 


follow-up compared to the respondents who were 
never treated. 


DISCUSSION 


Several limitations of this study should be made 
clear. First, the respondents were not a carefully devel- 
oped epidemiological sample but were a sample of 
convenience, to be regarded as a clinical sample: they 
were self-referred and self-motivated to participate; 
therefore, these findings cannot be readily generalized. 
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Second, we were unable to obtain follow-up data on 
large numbers of the initial sample, and we have no 
way of knowing whether those who did not respond at 
follow-up would have been more or less likely to 
improve than the responders. Of course, some may 
have died. 

Third, our diagnostic simulations were at best ap- 
proximations of DSM-III diagnoses, which cannot be 
substituted for in-depth clinical studies. 

Overall, our findings raise serious questions about 
the categorical distinctiveness of current diagnostic 
labels; they are most consistent with a continuum 
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model of the eating disorders, particularly those in 
which bulimic behaviors are present (19). The notion 
of a continuum is supported by the following findings: 
individual diagnostic criteria overlapped considerably 
among groups, they were prevalent in subdiagnostic 
respondents, and the tendency toward improvement 
(as measured by falling percentages of those who met 
the individual criteria) was consistent across groups. 
Our data suggest a continuum of weight preoccupa- 
tion disorders, which start subclinically with large 
numbers of culturally influenced women who are 
preoccupied with their weight. In this view, as addi- 
tional psychopathological and/or physiological bur- 
dens are superimposed on basic preoccupation with 
weight, we would expect to see, first, women who 
develop subdiagnostic eating disorders, then a more 
severely impaired group with so-called normal-weight 
bulimia, and then a still more severely ill group who 
have anorexia nervosa with or without bulimic fea- 
tures. 

We found a general tendency toward improvement 
in these disorders, with some waxing and waning of 
symptoms. No one became entirely free of symptoms. 
The group that had the worst prognosis, consistent 
with Russell’s observations, was the group with ano- 
rexia nervosa with bulimic features. In our 20-month 
follow-up period, improvement in that group tended 
to bring the respondents into the normal-weight 
bulimia category, whereas normal-weight bulimic sub- 
jects tended to improve enough to move into the 
subdiagnostic category. Although substantial improve- 
ment was reported for the bulimic behaviors of binge 
eating, purging, and laxative use, none was reported 
for the impact of these behaviors on various subjective 
and objective aspects of everyday life. Perhaps this 
indicates a time lag necessary for subjective changes to 
occur after behavioral changes; or the amount of 
behavioral change may simply not have been sufficient 
to generate a shift in subjective appraisal of the iege: 
tive impact of these behaviors. 

The finding that those who previously sought treat- 
ment in the community did no better than those who 
had never sought treatment should not be taken to 
indicate that specific treatments are ineffective for 
eating disorders. The “treatment” reported here was 
extremely heterogeneous, consisting of all sorts of 
psychotherapies and some pharmacotherapies pro- 
vided by many kinds of practitioners. Those who 
sought treatment may have had more severe concur- 
rent personality or affective disturbances, perhaps add- 
ing to the intractability of their eating disorders and 
tending to give them a worse prognosis than that of the 
untreated group. In addition, the untreated group may 
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have had greater denial, skewing their self-reports 
toward optimism. Further studies are required to clar- 
ify these issues. 
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Stressful Life Events and the Onset of 
a Generalized Anxiety Syndrome 


Dan Blazer, M.D., Ph.D., Dana Hughes, Ph.D., and Linda K. George, Ph.D. 





In a study of 2,902 subjects from the National 
Institute of Mental Health Epidemiologic Catchment 
Area Project in North Carolina, the association 
between life events and the onset of new cases of 
generalized anxiety syndrome varied across 
demographic subgroups and type of life event 
measure. Men reporting four or more life events had 
a risk of generalized anxiety syndrome 8.5 times that 
of men reporting zero to three life events; no 
association was found for women. Both men and 
women reporting one or more unexpected, negative, 
very important life events had a threefold increase in 
the risk of developing generalized anxiety syndrome. 

(Am J Psychiatry 1987; 144:1178—1183) 





Ithough its definition will significantly affect its 

prevalence, generalized anxiety is one of the more 
common psychiatric problems. For example, Dunn (1) 
found anxiety neurosis to be the most common psy- 
chiatric disorder diagnosed by general practitioners in 
Britain. In a community survey, Lader (2) reported 
that 44% of the subjects experienced some anxiety 
symptoms, 31% could be classified as having a 
subclinical neurosis, and 5% suffered enough from 
severe anxiety to seek treatment. Similar to Lader’s 
treatment-seeking group, we found an overall preva- 
lence rate of about 8% (3) for generalized anxiety as 
defined by DSM-III and assessed by the Diagnostic 
Interview Schedule (DIS) (4). 

Inherent within those theories which drive the re- 
search of anxiety is an association between the symp- 
toms of the disorder and stressful events, as illustrated 
by the “fight-or-flight response" described by Cannon 
(5). The "learned fear" of experimental psychology (6) 
and the "stimulus-dependent" theory of anxiety (7) 
also suggest that the development of the disorder is in 
some way related to environmental stress. Neverthe- 
less, most studies of stressful life events have concen- 
trated on depressive syndromes as opposed to gener- 
alized anxiety (8). 
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Two factors may explain the relative neglect of 
studies determining the impact of life events on gener- 
alized anxiety disorders. First, the syndrome is not well 
defined. No single symptom appears to be pathogno- 
monic, and the experience of anxiety is so ubiquitous 
that the boundaries of the syndrome are often blurred. 
Second, the response of anxiety to the experience of a 
stressful life event is usually considered to be transient, 
immediately following the occurrence of the event. 
Thus, in typical retrospective studies, the causal rela- 
tionship between events and the experience of anxiety 
is difficult to establish if immediate and transient 
anxiety is the only anxiety syndrome associated with 
stressful life events. 

Despite these inadequacies, Barrett (9) found in 53 
symptomatic community volunteers that the quality of 
life events differentiated depressive disorders from 
anxiety disorders. Events involving performance were 
experienced as more stressful by those with anxiety 
disorders, whereas exit events (events resulting in 
losses for the subjects) were experienced as more 
stressful by individuals suffering from depressive dis- 
orders. Of significance is that stressful life events may 
generate anxiety disorders of longer than transient 
duration. 

In this retrospective study, the impact of life events 
on the development of a generalized anxiety syndrome 
was examined by using data from the Piedmont Health 
Survey (part of the National Institutes of Mental 
Health [NIMH] Epidemiologic Catchment Area Pro- 
gram), a longitudinal community survey of nearly 
4,000 subjects in the Piedmont of North Carolina. A 
series of potentially stressful life events and qualities of 
these events were assessed during the first interview of 
this panel of subjects. One year later the subjects were 
reinterviewed, and during this second interview the 
symptoms of a generalized anxiety disorder were as- 
sessed. We hypothesized that respondents experiencing 
several life events (four or more), as well as those 
experiencing events perceived as unexpected, negative, 
and very important, would develop generalized anxi- 
ety. We expected the relative risk to vary by sex. 


METHOD 


Results are derived from the NIMH Epidemiologic 
Catchment Area Program. Five sites geographically 
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distributed throughout the continental United States 
(Greater New Haven, East Baltimore, Greater St. 
Louis, the Piedmont of North Carolina, and East Los 
Angeles-Venice) were each randomly sampled to yield 
3,000 interviews, one per household, in the respective 
communities. In the Piedmont Health Survey, a sample 
was drawn to yield an additional 900 interviews from 
elderly (age 60 and older) community residents. The 
sampling strategy is presented in greater detail else- 
where (3). 

In the wave I survey administered in 1982—1983, 
3,922 subjects were interviewed (a 79% response 
rate). One year later, 2,993 subjects were reinter- 
viewed (wave II). Although the survey included both 
community and institutional residents, this paper re- 
ports results from community respondents only. Com- 
plete information was available on life events at the 
first interview and generalized anxiety at the second 
interview for 2,902 respondents. Data were weighted 
in this study to distribute the attrition due to 
nonresponse (subjects who refused to participate, 
moved beyond the tracking range, or were 
unlocatable) evenly across the demographic sub- 
groups, i.e., sex, race, age, and residence. For signifi- 
cance testing, the numbers were “downweighted” to 
the original wave II number of respondents. 

Each participant in the survey underwent approxi- 
mately a 2-hour interview, which included the DIS (4). 
The generalized anxiety section of the DIS, used only 
at wave II of the survey, screens for a series of 
symptoms associated with generalized anxiety. Symp- 
toms from three of four categories—motor tension, 
autonomic hyperactivity, vigilance and scanning, and 
apprehensive expectation—lasting for 1 month or 
more compose the DSM-III criteria for the diagnosis. 
This article reports on those cases of generalized 
anxiety which developed within the year between the 
wave I and wave II interviews. 

Because the DSM-III criteria for generalized anxiety 
disorder were changed in DSM-III-R, we have elected 
to use the term "generalized anxiety syndrome" to 
identify those individuals who report symptoms of a 
generalized anxiety disorder on the DIS that corre- 
spond to current DSM-III criteria. D$M-III-R criteria 
were not available at the time these data were col- 
lected. We also elicited information on other diagnoses 
considered in this study—panic disorder, obsessive- 
compulsive disorder, dysthymia, and major depres- 
sion—in order to determine their 6-month prevalence 
at both wave I and wave H. 

In the wave I interview, respondents were asked 
whether or not they had experienced each of 19 life 
events during the preceding 12 months. The events 
represented a number of different domains: parent- 
hood, personal health, family health, legal matters 
involving self or family, and change in residence, work 
status, marital status, household composition, and 
financial status. The items included were those which 
had been found to be predictive of health outcome in 
earlier studies and covered events known to or at least 
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assumed to vary in their effects on the respondents. An 
expanded discussion of item selection is presented 
elsewhere (10). If an event was reported as occurring at 
least once during the previous year, respondents were 
asked to state whether the event (or the most impor- 
tant one if multiple events of the same type occurred) 
was “unexpected,” “partially expected,” or “ex- 
pected”; whether the event had a "negative," a ‘‘neu- 
tral/mixed,” or a "positive" effect on them; and if they 
considered the event's effect on their lives “very im- 
portant," “somewhat important,” or “not important.” 

The life event measures were scaled in the following 
two ways to estimate their impact on the devclopment 
of a generalized anxiety syndrome: total of 19 life 
events reported and total of unexpected, negative, very 
important events reported. The total life events mea- 
sure was dichotomized (0—3, 4+ events). Eleven per- 
cent of the men and 1096 of the women reported that 
four or more events had occurred within the 12 
months preceding the initial interview. The second life 
event measure was also dichotomized (0, 1+ events). 
Thirteen percent of the men and 16% of the women 
reported that at least one unexpected, negative, very 
important life event had occurred during the same time 
period. The traditionally used weighted measure devel- 
oped by Holmes and Rahe (11) was found to be 
virtually identical to a simple summation of total 
events. 

Mantel-Haenszel chi-square statistics were used to 
assess the strength and significance of the relation- 
ships. Summary statistics from the Statistical Analysis 
Systems statistical package (12) were also used. These 
statistics, which adjust for multiple strata across de- 
mographic subgroups, included the Cochran-Mantel- 
Haenszel and the Breslow-Day statistics. 


RESULTS 


Of the 1,602 women in the study, 56% were age 
18—44 years, 62% were white, 65% had completed 12 
or more years of education, and 53% lived in the one 
urban county. Of the 1,300 men, 63% were under 45 
years of age, 66% were white, 63% had completed 12 
or more years of education, and 56% lived in the 
urban area. These percentages are weighted to distrib- 
ute the attrited cases across the demographic catego- 
ries. 

Sixty-five new cases of generalized anxiety syndrome 
were reported to have occurred within the year be- 
tween the wave I and the wave II surveys. As shown in 
table 1, these new cases of generalized anxiety syn- 
drome were more common in younger women, black 
men, and men with less education. Marked urban/ 
rural differences were not found. 

The reader should be cautioned not to consider these 
“incident cases” for two reasons. First, gencralized 
anxiety disorder was not assessed at the wave I inter- 
view; therefore, in those emergent "cases," subjects 
were not known to be absent of the symptoms of 
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TABLE 1. Association Between Relative Risk of New Cases of Generalized Anxiety Syndrome and Selected Demographic and Life Event 








Measures? 
Generalized Anxiety xi (df«1) 
Syndrome ' Cochran- 
New Relative Mantel- Mantel- Breslow- 
Measure a Cases Risk Logit? Haenszel — Haenszel* Day? 
Women (N=1,602) 
Age (years) 2.21 2.00 5.55* 6.55f 0.234 
18-44 31 
245 11 
Race iss. . 1.89 2.15 7.08f 1.22 
White 22 
Black 21 
Education 0.54 1.21 2.98 0.61 14.748 
<High school 10 
=High school 33 
Residence 0.90 1.06 0.11 0.067 0.83 
Rural 19 
Urban 24 
Total life events 1.63 3.81 1.38 22.608 845f 
Four or more 6 
Fewer than four 36 
Unexpected, negative, very important life events 2.93 3.22 12.798 23.498 0.242 
One or more 15 
None, 27 
Men (N=1,300) 
Age (years) 1.67 2.00 1.23 6.55f 0.234 
18-44 17 
245 6 
Race 2.76 1.89 6.37° 7.08 1.22 
White 10 
Black 13 
Education 4.60 1.21 13.018 0.61 14.748 
«High school 17 
zHigh school 6 
Residence 1.44 1.06 0.79 0.067 0.83 
Rural 12 
Urban 11 
Total life events 8.50 3.81 38.658 22.608 8.45f 
Four or more 12 
Fewer than four 11 : 
Unexpected, negative, very important life events 3.85 3.22 11.358 23.498 0.242 
One or more 8 
None 15 





?Data are weighted. 





Common relative risk. Logit estimators use a correction of 0.5 in cells of table that contain 0. 


*Stratum-adjusted Pearson chi-square statistic. 


“Test for homogeneity of odds ratio. Cells that contain a 0 are not included in the calculation of this statistic. 


tpz.05. 
fps..01. 
5px.001. 


generalized anxiety syndrome at the time of the wave I 
interview (i.e., this was a retrospective assessment of 
new cases). Second, the DSM-III definition of general- 
ized anxiety disorder has been changed in DSM-III-R 
but has not been tested clinically. 

Table 1 also presents the estimated relative risk for 
the development of new cases of generalized anxiety 
syndrome for individuals at risk from the total life 
events and unexpected, negative, very important life 
events measures described earlier. An association be- 
tween generalized anxiety syndrome and both life 
event measures was found. Men reporting four or 
more life events had a risk of generalized anxiety 
syndrome 8.5 times that of men reporting zero to three 
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life events. By contrast, the association between total 
life events and generalized anxiety was not statistically 
significant for women. Although male respondents 
reporting unexpected, negative, very important life 
events had a higher relative risk of generalized anxiety 
syndrome than female respondents, the difference was 
not statistically significant. 

In subsequent analyses, these relative risk estimates 
for the two life event measures were stratified for men 
and women by age, race, education, and residence. All 
demographic variables examined were associated with 
total life events and new cases of generalized anxiety 
for the men but not for the women (see table 2). 
Among the men, the relative risk was higher for the 
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TABLE 2. Association Between Relative Risk of Generalized Anxiety Syndrome Secondary to Multiple Life Events and Selected Demographic 





Measures? 
Generalized Anxiety x? (df=1) 
Syndrome Secondary to C 
_— Multiple Life Events s Mantel- Mantel- Breslow- 
Measure New Cases Relative Risk Logit? Haenszel ^ Haenszel* Day 
Women (N=1,602) 
Age (years) 3.53 1747* 10.7598 
18-44 6 1.55 1.05 
245 0 0.00 0.50 
Race 3.53 20.83 11,998 
White 3 2.14 1.81 
Black 3 1.16 0.06 
Education 3.59 19.61" 10.558 
<High school 0 0.00 0.79 
zHigh school 6 1.95 2.47 
Residence 3.79 22.41€ 9,1556 
Rural 1 1.43 0.21 
Urban 5 1.71 1.14 
Men (N=1,300) 
Age (years) 3.53 1747. — 10.750€ 
18-44 9 7.37 23.49* 
z45 2 11.64 14.34* 
Race 3.53 20.835  11.995h 
White 7 18.38 34.319 
Black 5 4.68 9,534 
Education 3.59 19.61€ 10.5548 
<High school 8 5.53 16.11° 
2High school 4 18.05 22.19* 
Residence 3.79 22.41* 9.1568 
Rural 5 6.48 14.25* 
Urban 7 11.82 25.77* 





*Data are weighted. 





Common relative risk. Logit estimators use a correction of 0.5 in cells of table that contain 0. 


“Stratum-adjusted Pearson chi-square statistic. 


Test for homogeneity of odds ratio. Cells that contain a 0 are not included in the calculation of this statistic. 


®9=.001, 
=.05. 
ëdf=3. 
hpx.01. 


subjects who were older, white, more highly educated, 
and from the urban area. 

Associations between unexpected, negative, very 
important life events and generalized anxiety (with sex 
and each of the other demographic variables con- 
trolled for) are shown in table 3. Results of the 
Breslow-Day chi-square test for homogeneity suggest 
that the associations for men and women were not 
significantly different. However, closer examination of 
the education and residence subgroups suggests sex 
differences that canceled one another out: men with 
less than a high school education and women with a 
high school or more education who reported one or 
more unexpected, negative, very important life events 
had a higher risk of generalized anxiety symptoms; 
urban women, and then rural men, had the highest 
relative risk of generalized anxiety. White men and 
women and all respondents less than 45 years of age 
who reported at least one unexpected, negative, very 
important event had a common relative risk 3.2 or 
more times greater than that of the other subjects of 
experiencing generalized anxiety symptoms within the 
year before the second interview. 
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One concern of the investigators was the potential 
overlap of the generalized anxiety syndrome with 
dysthymia, major depression, and the other anxiety 
disorders. If significant overlap existed, then the con- 
fidence in the generalized anxiety syndrome as distinct 
from these more established diagnostic categories 
would be in jeopardy. In addition, any etiological 
hypotheses must be tempered, given the blurred 
boundaries among the disorders. As noted earlier, 65 
cases of generalized anxiety disorder were reported to 
have developed between wave I and wave Il of the 
study. Approximately two-thirds of both men and 
women had the single diagnosis of generalized anxiety 
syndrome, whereas the other third had at least one 
other depressive and/or anxiety disorder that met 
DSM-III criteria. The prevalence of the other disorders 
at wave II was as follows: dysthymia (80 cases, or a 
prevalence of 2.8%), major depression (53 cases, 
1.8%), obsessive-compulsive disorder (32 cases, 
1.1%), agoraphobia (121 cases, 4.2%), panic disorder 
(12 cases, 0.4%), simple phobia (235 cases, 8.2%), 
and social phobia (56 cases, 2.0%). Of the subjects 
who had generalized anxiety syndrome, seven women 
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TABLE 3. Association Between Relative Risk of Generalized Anxiety Syndrome Secondary to Unexpected, Negative, Very important Life 


Events and Selected Demographic Measures? 





Generalized Anxiety Syndrome 
Secondary to Unexpected, Negative, 


Very Important Life Events 


Measure New Cases Relative Risk 
Women (N=1,602) 
Age (years) 
18—44 14 3.72 
245 2 0.98 
Race 
White 8 3.57 
Black 8 2.22 
Education 
<High school 3 2.07 
zHigh school 13 3.27 
Residence ` 
Rural 5 1.61 
Urban 11 4.52 
Men (N=1,300) 
Age (years) 
18—44 6 3.78 
245 2 4.31 
Race 
White 6 11.07 
Black 2 1.39 
Education 
<High school 8 4.30 
=High school 0 0.00 
Residence 
Rural 5 4.05 
Urban 3 3.31 





x? (d£-1) 
Cochran- 
Mantel- Mantel- Breslow- 
Logit? Haenszel Haenszel* Day 
3.35 22.77 2.73f 
15.88* 
0.00 
3.18 21.49* 6.28! 
9.42* 
3.35 
3.19 21.14* 2.18f 
1.10 
12.65* 
3.29 22.92* 2.76f 
0.82 
16.47* 
3.35 22.77* 2.73! 
7.958 
3.74 
3.18 21.49* 6.28f 
21.27* 
0.23 
3.19 21.14* 2.18f 
10.97* 
0.08 
3.29 22.92* 2.76f 
7.078 
3.45 





‘Data are weighted. 


Common relative risk. Logit estimators use a correction of 0.5 in cells of table that contain 0. 


“Stratum-adjusted Pearson chi-square statistic. 


dTest for homogeneity of odds ratio. Cells that contain a 0 are not included in the calculation of this statistic. 


“p.001. 
fdf=3. 
®<.01. 


and no men also had dysthymia, nine women and three 
men had major depression, three women and no men 
had obsessive-compulsive disorder, one woman and 
five men had agoraphobia, no women or men had 
panic disorder, five women and five men had simple 
phobia, and four women and no men had social 
phobia. Wave I rates of comorbidity were even lower 
for each category. Thus, although there was overlap 
between the depressive and anxiety disorders and new 
cases of generalized anxiety syndrome, it did not bias 
the results of the analyses. 


DISCUSSION 


In this study, life events—as defined by the total 
number of events and a more subjective measure, 
namely, unexpected, negative, very important events— 
were associated with the onset of a generalized anxiety 
syndrome in the year after the experience of the event. 
This longitudinal (although retrospective) assessment 
of the impact of stressful life events on the develop- 
ment of a syndrome of generalized anxiety is one of the 
first reports to demonstrate such a relationship. The 
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findings suggest that the means by which one scales life 
events has an appreciable impact on the predictive 
value of those events. That is, risk from events assessed 
by the respondent as negative, unexpected, and very 
important was different from the risk from the total 
number of reported events. Moreover, sex differences 
across other demographic subgroups were evident. 
Despite the methodological limitations, this study 
took advantage of a number of factors not readily 
available in other studies of etiologic associations 
between life events and anxiety. First, the use of a 
community sample as opposed to volunteers or a 
clinical sample provided an opportunity to eliminate 
the bias of self-selected respondents as well as the 
ability to control important demographic factors. The 
longitudinal design permitted the investigators to min- 
imize the bias of increased recall of stressful life events 
given appreciable symptoms at the time of the inter- 
view. In addition, the consideration of the occurrence 
of events and their perceived valence, importance, 
and whether they were expected or unexpected al- 
lowed the investigators to compare a subjective mea- 
sure of life event impact with the simple count of 
events. Finally, the size of the sample and the stringent 
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approach to drawing the sample permitted population 
estimates. 

There were, however, disadvantages in this study 
that only future investigations can overcome. First, it is 
not a true prospective study, in that anxiety symptoms 
were not screened at the first interview. Second, the 
DSM-III category of generalized anxiety disorder has 
already been considered “too inclusive" and therefore 
may not stand the test of clinical experience (13). At 
the time of this survey, however, the DSM-III category 
of generalized anxiety disorder was the best criterion 
available. The investigators were also concerned about 
the overlap of the symptoms of anxiety and depres- 
sion. As noted in the results, generalized anxiety 
syndrome did not overlap appreciably with either 
dysthymic disorder or major depression, but these 
diagnostic categories are quite restrictive. 

Inherent in studies of stressful life events is the 
impossibility of assessing the impact of ongoing envi- 
ronmental stress. Events, by definition, are self-limited, 
and one would expect to recover from the impact of 
these events. To understand the true relationship be- 
tween environmental stress and generalized anxiety, 
persistent environmental stress must be taken into 
account. These analyses also do not account for those 
“vulnerability factors” (e.g., social support) which 
may mediate the effect of life events on the develop- 
ment of generalized anxiety syndrome. Finally, it could 
not be determined, from this analysis, if generalized 
anxiety syndrome occurred as an immediate aftermath 
of the life event or many months afterward. Almost by 
definition, the response of anxiety to the development 
of a stressful life event should occur within a short 
period of time following that event. On the other hand, 
a ripple effect could occur. 

With increasing emphasis placed on the biological 
etiology of the symptoms of anxiety (14), the impor- 
tance of environmental factors in the onset of anxiety 
syndromes must not be overlooked nor underesti- 
mated. This is especially true in the broad and residual 
category of generalized anxiety, in contrast to more 
discrete disorders such as agoraphobia and panic at- 
tacks. 
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The South Oaks Gambling Screen (SOGS): A New 
Instrument for the Identification of Pathological Gamblers 


Henry R. Lesieur, Ph.D., and Sheila B. Blume, M.D. 





The South Oaks Gambling Screen is a 20-item 
questionnaire based on DSM-III criteria for 
pathological gambling. It may be self-administered 
or administered by nonprofessional or professional 
interviewers. A total of 1,616 subjects were involved 
in its development: 867 patients with diagnoses of 
substance abuse and pathological gambling, 213 
members of Gamblers Anonymous, 384 university 
students, and 152 hospital employees. Independent 
validation by family members and counselors was 
obtained for the calibration sample, and internal 
consistency and test-retest reliability were established. 
The instrument correlates well with the criteria of 
the revised version of DSM-III (DSM-III-R). It offers 
a convenient means to screen clinical populations of 
alcoholics and drug abusers, as well as general 
populations, for pathological gambling. 

(Am J Psychiatry 1987; 144:1184—1188) 





E 1980 APA included the diagnosis of pathological 
gambling under the category of disorders of impulse 
control in DSM-III. Both before and since that time, 
researchers have found evidence of pathological gam- 
bling among inpatients with diagnoses of alcohol and 
drug abuse (1-3); among probationers, parolees, and 
prisoners (unpublished 1985 paper by H.R. Lesieur 
and R.M. Klein); and among high school students (4). 

According to the Commission on the Review of the 
National Policy Towards Gambling (5), there were an 
estimated 1.1 million probable compulsive gamblers" 
in the United States in 1974. This is 0.77% of the adult 
population. In a critique of the commission's report, 
Nadler (6) placed the figures at anywhere from 1.1 to 
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4.4 million. In partial support of this critique, a survey 
of Ohio residents conducted for the Ohio Lottery 
Commission (7) estimated that 2.5% of the adult 
population were probable pathological gamblers and 
another 3.4% were potential pathological gamblers. In 
spite of these numbers, there are only about 10,000 
members of Gamblers Anonymous and fewer than 20 
treatment programs directed toward pathological 
gamblers in the United States today. 

Pathological gambling is related to marital, finan- 
cial, emotional, occupational, legal, and other prob- 
lems. Separation and divorce, immense debts, depres- 
sion and suicide, lost time at work and school, civil 
and criminal court appearances, suicide attempts by 
the gambler's spouse, and medical problems in the 
gambler are some of the problems that have been 
found to be associated with pathological gambling (8— 
12; unpublished papers by H.R. Lesieur and R.M. 
Klein [1985] and R.L. Custer and L.F. Custer (1978]). 

Because of the severity of possible consequences, 
including suicide, early identification of pathological 
gamblers is important, yet many cases are currently 
overlooked in counseling, treatment, probation, pa- 
role, and other programs. A consistent, quantifiable, 
structured instrument that can be administered easily 
by nonprofessional as well as professional interviewers 
is needed. Such an instrument was constructed by the 
Gambling Treatment Team at South Oaks Hospital. 

Two previous methods of identifying pathological 
gamblers are questions based on DSM-III criteria and 
the 20 questions of Gamblers Anonymous. The DSM- 
IH criteria concentrate on late stage (desperation 
phase) signs and symptoms. They have been criticized 
(9) for being overly restrictive and for including crite- 
ria that show social class bias. Partially as a result of 
these critiques, the DSM-IH criteria were revised by 
APA. The 20 questions of Gamblers Anonymous, 
which are based on the experience of Gamblers Anon- 
ymous members, have been used to screen patients at 
South Oaks Hospital and elsewhere. However, we 
have found that they generate an excessive number of 
false-negatives. 


METHOD 


Research was conducted in three stages. The first 
and second led to the development of the South Oaks 
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Gambling Screen, and the third assessed its validity 
and reliability. The first two stages were conducted at 
South Oaks Hospital, a 105-year-old, 334-bed private 
psychiatric hospital located on the south shore of Long 
Island, N.Y. The hospital provides inpatient detoxifi- 
cation and rehabilitation for alcoholism and other 
drug dependencies and has an established program for 
the treatment of pathological gambling (13). The third 
stage involved four groups of subjects: members of 
Gamblers Anonymous who volunteered to complete 
the instrument while attending a national convention, 
a sample of university students, another control group 
of hospital employees, and a sample of patients at 
South Oaks. 

During the first phase of the research, each inpatient 
with a diagnosis of alcohol or drug abuse who entered 
South Oaks from January 1 to September 30, 1984 
(458 patients in all) was screened by using a Gambling 
History Test designed by the South Oaks Gambling 
Treatment Team. In addition, spouses and significant 
others of patients in treatment who visited the facility 
were asked about the patient’s gambling habits. 

The screening occurred in two steps. During the first 
week, while in the detoxification/orientation phase of 
treatment, patients were exposed to two lectures on 
gambling. The first lecture focused on switching addic- 
tions. Four days later, the patients saw a film entitled 
“You Bet Your Life,” which was followed by a didac- 
tic presentation dealing with the disease concept of 
pathological gambling. The patients were given a 
questionnaire to complete after one of the lectures. 
They were told that even if the gambling they did was 
slight, infrequent, or “social,” they were to answer all 
questions about gambling that applied to them. This 
questionnaire asked about their parents’ as well as 
their own gambling habits. Every patient was inter- 
viewed by a counselor who reviewed the frequency of 
gambling, the amounts of money involved, the types of 
gambling, the gambling behavior (e.g., gambling to get 
even after losing, and drinking and gambling at the 
same time), as well as the patient’s leisure time activ- 
ities. If the patient denied any gambling, he or she was 
not interviewed further. If the patient admitted to 
gambling once a week or more, had a parent who 
gambled frequently, or bet more than $10 on an event, 
a second interview was conducted by a counselor with 
extensive experience with gamblers as well as extensive 
training in alcohol studies. During the second inter- 
view patients were questioned intensively about fam- 
ily, job, financial, and other problems that might be 
associated with their gambling. 

An index based on a modification of the DSM-III 
diagnostic criteria for pathological gambling was con- 
structed. The index has seven components: 1) family 
disruption, 2) job disruption, 3) lying about gambling 
wins and losses, 4) default on debts, 5) going to 
someone to relieve a desperate financial situation pro- 
duced by gambling, 6) borrowing from illegal sources, 
and 7) committing an illegal act to finance gambling. 

A similar two-step process occurred in the inter- 
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views with significant others, except that they were 
asked about the degree of interest the patient demon- 
strated in various forms of gambling. Those who 
stated that the patient had a “heavy” or “obsessive” 
interest in gambling were interviewed further and 
questioned about family, job, financial, and other 
problems that may have been associated with the 
patient's gambling. The answers given by the patients 
and significant others were compared for consistency, 
and the patient was confronted with opposing evi- 
dence if inconsistencies surfaced. 

In addition to the early screening, sometimes a 
gambling problem became evident during the hospital 
stay or in the process of outpatient aftercare. This has 
arisen in the course of group counseling, individual 
counseling, psychotherapy, or informal conversation. 
When this occurred, the patient was reinterviewed and 
the original gambling assessment form was corrected. 

In addition to the Gambling History Test, counse- 
lors made independent assessments using a 5-point 
scale ranging from 1 (either one parent was a patho- 
logical gambler or the patient gambled heavily during 
the early or middle stages of alcohol or drug depen- 
dence but is not a pathological gambler) to 5 (patient 
has gambled extensively throughout his or her life and 
is definitely a pathological gambler). The results of the 
first stage were reported in an earlier paper (3). 

In the second stage of the research process, counse- 
lors were consulted and questions were added to the 
survey instrument on the basis of their input. This was 
done to improve the congruence between counselor 
assessment and the screening test. À new schedule with 
60 questions was devised. From December 1, 1984, to 
April 30, 1985, 297 inpatients with diagnoses of 
alcohol dependence, drug dependence, or pathological 
gambling were given the extended schedule. A new 
one-step procedure was created in an effort to shorten 
the time that it took for a counselor to conduct the 
interview. The inpatients were also screened by coun- 
selors and their status as pathological gamblers was 
reassessed on the basis of individual and group therapy 
sessions and interviews with their significant others. 

After the second stage of the process, low-frequency 
items were eliminated, colinear items (r—.75 or higher) 
were extracted, and the resulting items were subjected 
to discriminant analysis by using the SPSSX computer 
program to further reduce their number. Counselor 
ratings used the 5-point scale described earlier in this 
paper. Since the rating of 3 was for subjects considered 
borderline, assessment scores of 4 or 5 were used as the 
discriminating variable. Twenty items were selected 
after this process. These 20 items constitute the South 
Oaks Gambling Screen (appendix 1). 

To cross-validate the new index, stage three in- 
volved giving an anonymous questionnaire to 213 
members of Gamblers Anonymous, 384 university 
students, and 152 hospital employees. The question- 
naire was structured to include items from the pro- 
posed revision of DSM-III (DSM-III-R) as well as the 
20-item South Oaks Gambling Screen. 
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SOUTH OAKS GAMBLING SCREEN 


RESULTS 
Stages One and Two 


A cross-check of the validity of the South Oaks 

Gambling Screen was made by cross-tabulating the 
patients’ scores with the counselors’ independent as- 
sessment scoring (r=.86, df=295, p<.001). A score of 
5 or more, indicating five or more affirmative items on 
the South Oaks Gambling Screen, was chosen as an 
indication of probable pathological gambling to re- 
duce the number of false-positive and false-negative 
codings. Of 297 inpatients, 214 received scores of 0, 
44 received scores ranging from 1 to 4, and 39 received 
scores of 5 or more, placing them in the pathological 
gambling category. The counselors rated 261 of the 
patients as nonpathological gamblers and 36 as patho- 
logical gamblers. Six (2%) of the 261 nonpathological 
gamblers were erroneously placed in the pathological 
category (false-positives) by the index; three (8%) of 
the 36 pathological gamblers were erroneously placed 
in the nonpathological category (false-negatives). 
_ An additional validity check was made by correlat- 
ing the scores from family members’ assessments of the 
existence or extent of a gambling problem with the 
patients’ scores on the South Oaks Gambling Screen 
(r=.60, df=125, p<.001). 


Stage Three 


Using the cutting point of five or more positive 
responses on the South Oaks Gambling Screen, we 
found that 209 (98%) of 213 members of Gamblers 
Anonymous were classified as pathological gamblers 
(only 2% false-negatives). Twenty (5%) of the 384 
college students were identified as pathological gam- 
blers (tentatively classified as false-positives). Only two 
(1.3%) of the 152 hospital employees were identified 
as pathological gamblers. The South Oaks Gambling 
Screen proved to be capable of uncovering both male 
and female pathological gamblers. Twenty-one (95%) 
of the 22 female and 188 (98%) of the 191 male 
Gamblers Anonymous members showed up as patho- 
logical gamblers according to the cutoff score of 5. 

As a further check on the validity of the data, scores 
on the DSM-III-R items were used to cross-check the 
South Oaks Gambling Screen. Using a score of four or 
more items on the DSM-III-R as an indication of 
probable pathological gambling, we found that 206 
(97%) of the 213 Gamblers Anonymous members, 15 
(4%) of the 384 college students, and one (1%) of the 
152 hospital employees would be classified as patho- 
logical gamblers. Only four (2%) of the 213 subjects in 
the Gamblers Anonymous sample, 18 (5%) of the 384 
subjects in the student sample, and one (1%) of the 
152 subjects in the employee sample would have errors 
in classification as pathological or nonpathological 
gamblers. These data are presented in table 1. The 
South Oaks Gambling Screen and DSM-III-R are thus 
highly correlated (r=.94, df=747, p<.001). 
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TABLE 1. Agreement of DSM-III-R Diagnoses With South Oaks 
Gambling Screen Diagnoses of Pathological Gambling Among Gam- 
blers Anonymous Members, Students, and Hospital Employees 

















Gamblers 

Anonymous Students Employees 
DSM-III-R (N=213) (N=384) (N=152) 
Diagnoses N % N % N % 
True-positives 206 | 96.7 15 3.9 1 0.7 
True-negatives 3 14 351 91.4 150 98.7 
False-positives 3 1.4 5 1.3 1 0.7 
False-negatives 1 0.5 13 3.4 0 0.0 
Total errors 4 1.9 18 4.7 1 0.7 





To check the reliability of the instrument two alter- 
native procedures were used. The 749 surveys were 
submitted to an internal consistency reliability check. 
The analysis showed that the screen is highly reliable 
(Cronbach’s alpha=.97, p<.001). In addition, 74 
inpatients and 38 outpatients at South Oaks filled out 
the questionnaire twice 30 or more days apart while in 
group sessions; 20 (18%) of these patients were patho- 
logical gamblers. The test-retest correlation (using a 
dichotomous classification of pathological or nonpath- 
ological) was .71 (df=110, p<.001). There was a 
tendency for scores to drop between test and retest. 
This was attributed to the patients’ awareness that 
scores were being used in decisions about plans for 
inpatient treatment. The test-retest correlation was 
higher for outpatients (r=1.0, df=36, p<.001) than 
for inpatients (r=.61, df=72, p<.001). 


DISCUSSION 


The South Oaks Gambling Screen appears to be a 
valid, reliable screening instrument for the rapid 
screening of alcoholic, drug-dependent, and other pa- 
tients for pathological gambling. This is important 
because previous studies of substance-abusing inpati- 
ents have shown clear connections between various 
forms of substance abuse and the presence of patho- 
logical gambling (1, 3, 14). Additional studies have 
found a connection between prison populations and 
pathological gambling (15; unpublished 1985 paper 
by H.R. Lesieur and R.M. Klein). There is clearly a 
need for an instrument that can screen patients, pris- 
oners, and other populations for gambling problems. 

The South Oaks Gambling Screen was recently 
adapted for use in an epidemiological survey by the 
New York State Office of Mental Health (unpublished 
1986 paper by R.A. Volberg and H.J. Steadman). That 
study found that 1.4% of the adult population of New 
York had scores of 5 or higher on the South Oaks 
Gambling Screen and were therefore classified as prob- 
able pathological gamblers. This base rate for the 
general population is similar to that found in earlier 
studies (5, 7); however, the true sensitivity and speci- 
ficity of the South Oaks Gambling Screen with the 
general population remains unknown. The extent to 
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which the sensitivity and specificity of this instrument 
may fluctuate in other populations (for example, gen- 
eral psychiatric and probation caseloads) is also unde- 
termined. Differing base rates of pathological gam- 
bling in these populations may cause the false- and 
true- positive and negative rates to vary. Consequently, 
caution is advised until further testing has been con- 
ducted with these groups. 

Current trends in treatment indicate that programs 
for pathological gamblers will continue to develop 
along the lines of already existing alcohol and drug 
treatment and at many of the same facilities. At 
present, alcohol- and drug-dependent inpatients and 
outpatients at South Oaks Hospital are screened by 
using the South Oaks Gambling Screen. In addition, 
spouses and significant others are screened to deter- 
mine their assessment of patients’ interest in different 
forms of gambling (from none to obsessive). This 
serves as a cross-check for patients who wish to 
conceal their gambling from the treatment staff. Wher- 
ever possible, this type of cross-checking should be 
used to augment the South Oaks Gambling Screen. 

No other validated screening device is currently 
available that will screen patients for pathological 
gambling. The South Oaks Gambling Screen has the 
advantage of having been developed from the original 
DSM-IH criteria and being highly correlated with 
DSM-III-R. In a sense, it provides a link between the 
two versions of the APA diagnostic criteria. The South 
Oaks Gambling Screen and screening guidelines are 
provided in appendix 1. It is our hope that this 
instrument will prove useful in improving identifica- 
tion, intervention, and treatment for the many patho- 
logical gamblers currently unrecognized by the orga- 
nized health care and criminal justice systems. 
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APPENDIX 1. The South Oaks Gambling Screen 


1. Please indicate which of the following types of gambling 
you have done in your lifetime. For each type, mark one 
answer: “not at all,” “less than once a week," or “once a 
week or more." 


Less Once 





than a 
Not once week 
at a or 
all week more 
a. played cards for money 
b. bet on horses, dogs, or other 





animals (in off-track betting, 

at the track, or with a 

bookie) 

bet on sports (parlay cards, 

with a bookie, or at jai alai) 

d. played dice games (including 

craps, over and under, or 

other dice games) for money 

went to casino (legal or 

otherwise) 

—— Lc -—— played the numbers or bet 

on lotteries 

played bingo 

played the stock and/or 

commodities market 

played slot machines, poker 

machines, or other gambling 

machines 

jo — —— bowled, shot pool, played 
golf, or played some other 
game of skill for money 








mu 





2. What is the largest amount of money you have ever 
gambled with on any one day? 


— .—. never have gambled more than $100 up to 














— $1 or less $1,000 
mote than $1 up to more than $1,000 up 
$10 to $10,000 
more than $10 up more than $10,000 
to $100 


3. Do (did) your parents have a gambling problem? 

both my father and mother gamble (or gambled) 
too much 

______ my father gambles (or gambled) too much 
—— my mother gambles (or gambled) too much 
neither one gambles (or gambled) too much 
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4, When you gamble, how often do you go back another day 
to win back money you lost? 

never ; 

some of the time (less than half the time) I lost 
——— most of the time I lost 

every time I lost 











5. Havé you ever claimed to be winning money gambling but 
weren't really? In fact, you lost? 
____ never (or never gamble) 
yes, less than half the time I lost 
yes, most of the time 








6. Do you feel you have ever had a problem with gambling? 
no 

yes, in the past, but not now 

yes 








7. Did you ever gamble more than you 
intended to? 








yes no 


8. Have people criticized your gambling? 








yes no 


9, Have you ever felt guilty about the way 
you gamble or what happens when you 
gamble? 








yes no 


10. Have you ever felt like you would like 
to stop gambling but didn’t think you 
could? 








yes no 
11. Have you ever hidden betting slips, 
lottery tickets, gambling money, or other 
signs of gambling from your spouse, 
children, or other important people in 
your life? 








yes no 


12. Have you ever argued with people 
you live with over how you handle 
money? 








yes no 


13. (If you answered yes to question 12): 
Have money arguments ever centered on 
your gambling? 








yes no 


14. Have you ever borrowed from 
someone and not paid them back as a 
result of your gambling? 








yes no 


15. Have you ever lost time from work 
(or school) due to gambling? 








yes no 
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16. If you borrowed money to gamble or to pay gambling 
debts, who or where did you borrow from? (check “yes” or 
“no” for each) 


no yes 
a. from household money C 9) €) 
b. from your spouse ( ) ( ) 
c. from other relatives or in-laws euo OA a) 
d. from banks, loan companies, or credit 

unions  - ( } ( ) 
e. from credit cards C Y € 9 
f. from loan sharks (Shylocks) toy x d 
g. you cashed in stocks, bonds, or other 

securities ( ) ( ) 


h. you sold personal or family property 6C ) (€) 
i. you borrowed on your checking 


account (passed bad checks) ( ) ( ) 
j. you have (had) a credit line with a 
bookie (ue ocu) 
k. you have (had) a credit line with a 
casino 6 ) () 
Scoring 


Scores on the South Oaks Gambling Screen itself are 
determined by adding up the number of questions that show 
an “at risk” response: 


Questions 1, 2, and 3 are not counted. 
Question 4: most of the time I lost, or every time I 
lost 
Question 5: yes, less than half the time I lost, or yes, 
most of the time 
—— — Question 6: yes, in the past, but not now, or yes 
Question 7: yes 
_____ Question 8: yes 
Question 9: yes 
Question 10: yes 
_____ Question 11: yes 
Question 12 not counted 
—— Question 13: yes 
Question 14: yes 
Question 15: yes 
Question 16a: yes 
Question 16b: yes 
— —— Question 16c: yes 
Question 16d: yes 
—— — Question 16e: yes 
Question 16f: yes 
— ——. Question 16g: yes 
Question 16h: yes 
—— — Question 16i: yes 
Questions 16j and 16k not counted 


Total — 



































(20 questions are counted) 





5 or more — probable pathological gambler 
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The Washington University Sentence Completion Test 
Compared With Other Measures of Adult Ego Development 


George E. Vaillant, M.D., and Leigh McCullough, Ph.D. 





One hundred seven men who had been studied 
prospectively from age 18 to age 63 completed the 
Washington University Sentence Completion Test at 
age S§+2 years. Ego level as assessed by the 
Sentence Completion Test correlated significantly 
with psychosocial maturity, with number of 
psychiatric visits, and, perhaps, with creativity. Ego 
level as assessed by the Sentence Completion Test 
did not correlate with mental health, 
psychopathology, or maturity of defenses. The 
authors discuss possible reasons for these findings. 

(Am J Psychiatry 1987; 144:1189—1194) 





his paper represents an effort to study levels of ego 

development as assessed by Loevinger and Wess- 
ler’s Washington University Sentence Completion Test 
(1) and by a measure of maturity of defensive style (2, 
3). A subordinate question posed is, What is the 
relative correlation of each of these different models of 
ego development with objectively measured mental 
health (4) and with adult psychosocial development 
assessed in conformity with Erikson’s model (5)? 

Of all developmental theories postulating that im- 
portant facets of adult personality correspond to de- 
velopmental stages, Loevinger’s scheme for ego devel- 
opment (6, 7) has the best designed and most em- 
pirically based measure for its assessment (8). Loeving- 
er’s ego development theory is intended to be compre- 
hensive and includes cognitive, social, psychosexual, 
and moral strands of development. Her model postu- 
lates a sequence of qualitatively distinct ego stages as 
an innate characteristic of human development. As in 
Piaget’s system, she suggested that these stages make 
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up an invariant hierarchical order. Loevinger made no 
claim that ego development should be associated with 
mental health. 

A second model of ego development (9) postulates 
that ego mechanisms of defense mature over time in a 
fashion parallel to but not identical with Kohlberg’s 
(10) and Erikson’s (5) schemes for adult moral and 
psychosocial development. This model stresses the 
high correlation of “maturity” of defenses with mental 
health (11, 12)—the implication being that ego matu- 
rity is as important for mental health as it is for other 
aspects of adult development. Although one of us 
(G.E.V.) (9) has hypothesized that a close correlation 
should exist between maturity of defensive style and 
ego level as defined by Loevinger, such an association 
has not been documented. 


METHOD 


Between 1940 and 1942 a university health service 
chose 204 male college sophomores for intensive mul- 
tidisciplinary study (13). The men were selected be- 
cause their freshman health service physical examina- 
tion had revealed no mental or physical health 
problems and the college deans viewed the men as 
having the potential to become promising adults. By 
1975 six men had withdrawn from the study and 18 
had died. For nearly 40 years the remaining 180 men 
were followed prospectively by means of annual or 
biennial questionnaires. The present data, except when 
noted, are derived from these questionnaires. The men 
were also reinterviewed at age 25, at age 30, and again 
between age 47 and age 57. 

With the exception of ratings for maturity of defen- 
sive style and psychosocial development, each of the 
sets of ratings described below was made by indepen- 
dent raters blind to the other ratings. 

1. The Washington University Sentence Completion 
Test (1) was part of the 1975 questionnaire received by 
all surviving men in the sample at age 55 +2 years. The 
Sentence Completion Test is a means of assessing ego 
level by asking subjects to complete 36 sentence stems. 
Each sentence answer is scored separately from all 
other sentence answers and is individually assigned to 
one of nine ego development levels by matching each 
sentence completion with response categories provided 
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in a scoring manual. The strategy of scoring is to 
determine a total protocol rating of ego level based on 
an individual’s score on the 36 sentence stems. All of 
the Sentence Completion Tests in our sample were 
scored by Loevinger’s Washington University group, 
who were kept blind to all other ratings. The eight 
conventionally scored stages are 1) impulsive (I-2), 2) 
opportunistic (delta), 3) conformist (1-3), 4) conscien- 
tious/conformist (1-3/4), 5) conscientious (1-4), 6) indi- 
vidualistic (1-4/5), 7) autonomous (I-5), and 8) inte- 
grated (I-6). Methods, rationale, and reliability are 
described in detail elsewhere (1, 7, 8). 

2. Maturity of defenses was assessed when the men 
were 46—48 years old. Two raters blind to the men's 
Sentence Completion Test ego level reviewed each 
man’s entire case dossier in chronological order. Each 
dossier contains roughly 300 pages of data; these are 
in the form of autobiographical responses to biennial 
questionnaires, interview summaries, psychological 
tests, correspondence, etc. Examples of adaptive be- 
havior at times of crisis and conflict were excerpted as 
vignettes. Approximately 20-30 vignettes were col- 
lected for each man. On the basis of a glossary (2, 14), 
these vignettes were classified whenever possible as 
belonging to one of 15 defense headings. These 15 
defenses were grouped into three categories: 1) imma- 
ture (schizoid fantasy, projection, passive aggression, 
hypochondriasis, acting out, and dissociation), 2) in- 
termediate (intellectualization/isolation, repression, dis- 
placement, and reaction formation), and 3) mature 
(sublimation, suppression, anticipation, altruism, and 
humor). The average subject was noted to use three to 
eight different defenses. Rater reliability (r) for scaling 
maturity of defenses in this manner ranged from .72 to 
.84. Methods, rationale, and reliability are described in 
detail elsewhere (9, 12, 14). 

3. Our measure of psychosocial development fol- 
lowed a slightly modified version of Erikson’s own 
definitions of stages of life (5, 15) and is described 
elsewhere (16). At age 47—50 years the men were given 
a rating of 1—5: 1=identity not achieved (still depen- 
dent on family of origin), 2- identity but not intimacy 
achieved, 3=intimacy (Erikson's stage VI, defined by 
10 or more years of gratifying marriage but not 
achievement of career consolidation), 4=career con- 
solidation (defined by competence at, enjoyment of, 
and commitment to job but not achievement of gener- 
ativity), and S=generativity (Erikson's stage VII) 
achieved. Generativity was defined as demonstrating a 
clear capacity for “care,” productivity, and establish- 
ing and guiding the next generation—especially sus- 
tained responsibility for fostering the well-being and 
development of young adults. Rater reliability (r) for 
psychosocial stage classification was .61. 

4. Psychiatric visits indicated the number of post- 
college visits to a psychiatrist or psychotherapist. This 
information was elicited in interviews and reported on 
several different questionnaires over a 40-year period. 

5. Healthy adult adjustment, age 30 to age 47, was 
assessed at age 47+2 years on a 7—16-point scale. A 
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low score indicated healthy adjustment. The scale 
summed seven relatively objective longitudinally de- 
rived variables. Five variables were scored as 2 (true) 
or 1 (untrue). These variables were 1) little occupa- 
tional advancement, 2) limited recreation with others, 
3) less than 2 weeks of vacation taken, 4) more than 5 
days of annual sick leave taken, 5) earned annual 
income less than $20,000/year (1968 dollars). Two 
variables were scored as 3 (definite), 2 (ambiguous), or 
1 (untrue); these were unhappy marriage and chronic 
job dissatisfaction. The qualifications, rationale, and 
point assignment are defined elsewhere (4). This scale 
correlated at r=.67 with the Health-Sickness Rating 
Scale of Luborsky (17). 

6. Healthy adult adjustment, age 47 to age 62, was 
assessed on the basis of questionnaire data obtained 
during the previous 15 years. The men were rated for 
mental health again at these ages. The assignment of 
points was the same as it was for age 30 to age 47 
except that three items were added: 1) global adjust- 
ment to aging (5 points), 2) psychiatric visits at age 48 
to age 62 (2 points), and 3) use of tranquilizing 
medication (2 points). Early retirement (3 points) 
replaced the 2-point income criterion. The scores 
ranged from 10 to 27. 

7. Childhood strengths were rated on a scale from 1 
to 20 by two research assistants blind to all data 
gathered after the men were 19. This scale 1s described 
in detail elsewhere (18). A low score indicated child- 
hood and emotional problems, a lack of family cohe- 
sion, and poor parental relations. Rater reliability (r) 
was .71. 

8. Alcohol dependence was rated according to the 
criteria of the revised version of D$M-III (DSM-III-R). 
Like most other data in the study, this judgment was 
based on biennial questionnaires prospectively gath- 
ered over 40 years, supplemented by interview data 
and medical records. Virtually all of the men classified 
as alcohol dependent had four or more different alco- 
hol-related problems on the Problem Drinking Scale 
(19). 

9. Outstanding traits (13) were also assessed. At the 
end of their college career, a psychiatrist reviewed all 
of the data gathered on the men during the previous 3 
years and assigned to each man several of 25 person- 
ality traits on a 1—absent and 2-— present basis. Rater 
reliability was not determined. Of the 25 traits, only 
four were significantly associated with the Sentence 
Completion Test findings: 1) ideational— "likes to deal 
with ideas .. . to be theoretical or analytical . . . high 
verbal ability ... interested in scholarship, literary 
criticism, and social problems," 2) creative and intui- 
tive— "characterized by high ability for self-expression 

. original and creative in thought," 3) cultural— 
"enjoyment of participation in literature or the arts is 
predominant,” and 4) inarticulate— "inability to ex- 
press themselves in language ... their descriptions 
tend to be meager and matter-of-fact, particularly 
concerning their own personal feelings and experi- 
ences." 
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TABLE 1. Sentence Completion Test Ego Levels Among Six Groups of Normal Male Subjects 















































55-Year-Olds 
14-Year-Olds mud RI 35-80-Year-Old ihi Thisstudy 
Studied by zo er Veterans Studied by Listed in 
Hauser et al. Noncollege College McCrae and Costa Who’s Who Total 
(20) (N=76) (N=314) (N=162) (22) (N=240) (N=21) (N=107) 
Ego Level N % N % N % N % N % N % 
Impulsive or opportunistic 27 36 94 30 26 16 10 4 0 0 0 0 
Conformist 9 12 82 26 19 12 19 8 0 0 0 0 
Conscientious/conformist 29 38 107 34 66 41 193 43 5 24 25 23 
Conscientious 9 12 28 9 36 22 77 32 4 19 43 40 
Individualistic 2 3 3 1 13 8 29 12 6 29 28 26 
Autonomous 0 0 0 0 2 1 2 1 4 19 8 7 
Integrated 0 0 0 0 0 0 0 0 2 10 3 3 
TABLE 2. Correlations of Sentence Completion Test Ego Levels and Other Indexes of Mental Health for 107 Normal Men 
Correlation (r) 
Psychosocial Adult Defense Psychiatric Childhood Alcoholism 
Index of Mental Health? Ego Level Level Adjustment Maturity Visits Environment by Age 62 
Psychosocial level at age 47 225 
Healthy adult adjustment at 
ages 30-47 ~.04 .49* 
Defense maturity at ages 20—47 .04 .288 .39* 
Number of psychiatric visits by 
age 62 —.30° .04 .34* .26* 
Warm childhood environment .08 21> 26° 34° 25° 
Alcoholism by age 62 —.08 22b 19h oF 28° 14 
Healthy adult adjustment at 
ages 47-62 —.09 34* 536 .49* „51° 25° 305 











*The scoring system was reversed so that a low numerical score indicated “healthy” or mature" for all measures. Thus, a mature ego level, 
a low number of psychiatric visits, healthy adult adjustment, and no evidence of alcoholism received low scores. 


p«.05. 
“p<.001. 


p«.01; the strength of the correlation may be too high because psychosocial level and defense maturity were often assessed by the same rater. 


*p«.01. 


RESULTS 


Only 107 men, roughly two-thirds of those eligible, 
returned scorable Sentence Completion Tests. Some of 
the men completed the rest of their 1975 questionnaire 
but refused to complete the Sentence Completion Test; 
others did not respond that year. Because a rich data 
set was available for all of the men in the sample, it 
was possible to say with some certainty that in most 
respects men who responded to the Sentence Comple- 
tion Test did not differ significantly from nonrespond- 
ers. The greatest source of bias between responders 
and nonresponders was that those who returned a 
completed Sentence Completion Test manifested a 
more mature defensive style (y*=5.1, df=1, p<.05), 
were “ideational” in college (t=2.00, df=196, p<.05), 
and were more likely to have achieved career consoli- 
dation and generativity (t=2.37, df=184, p<.02). 

Table 1 shows the distribution of the Sentence 
Completion Test ego development stages among six 
groups of normal male subjects of contrasting age and 
educational attainment. Age, advanced educational 
attainment, and, perhaps, higher socioeconomic status 
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affected Sentence Completion Test ego level. At an 
average age of 55 and with a mean of 18-19 years of 
educational attainment, the men in our study showed 
the highest mean ego level that Loevinger’s test has 
found thus far. It was of interest that the men in our 
study who were listed in Who’s Who in America 
showed an even higher mean ego level, but the num- 
bers are too small to be statistically significant. 

Table 2 illustrates that many childhood strengths, 
psychosocial maturity at age 47, healthy adult adjust- 
ment at age 47 and age 62, and mature defenses at age 
47 were all positively and significantly correlated with 
each other. Not surprisingly, all five variables were 
negatively correlated with alcohol dependence and 
with lifetime number of psychiatric visits. Surprisingly, 
ego level was correlated positively but not significantly 
with global maturity of defenses. Indeed, ego level was 
not significantly correlated with five of these seven 
highly intercorrelated measures of global mental 
health. 

Ego level was significantly and positively correlated 
only with psychosocial development, which we pre- 
dicted, and with lifetime number of psychiatric visits, 
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TABLE 3. Correlations of Sentence Completion Test Ego Level With 
Variables Consistent With Creativity and Psychological Mindedness 
in 107 Normal Men 





Correlation (r) 





Mature Mental Health 

Variable Ego Level at Age 47 
Inclusion in Who’s Who at age 62 35 03 
Use of sublimation at ages 19-47 19 05 
Ideational trait at age 19 22° —.12 
Cultural trait at age 19 225 -47h 
Creative and intuitive trait at 

age 19 23? —.12 
No visits to psychiatrists at 

ages 19—625 —.30° 34? 
Inarticulate trait at age 19 -24* .05 
Use of repression at ages 19—47 -21? —.12 
Scholastic Aptitude Test (SAT) 

score at age 19 06 ~.07 
*p«.01. 
5p«.05. 


“The scoring system was reversed so that a low numerical score 
indicated “healthy” or “mature” for all measures. Thus, a low 
number of psychiatric visits received a low score. 


which was quite unpredicted. Men at an autonomous 
or integrated ego level were four times as likely to have 
seen a psychiatrist 10 or more times as the men at the 
conscientious/conformist or conscientious level. Mul- 
tiple regression analyses confirmed that this associa- 
tion was not an artifact: after partialing out the 
explained variance in psychiatrist visits contributed by 
measures of psychopathology and of alcoholism, the 
ego level still made an independent and significant 
contribution to the explained variance. 

Table 3 attempts to explain why this paradoxical 
association of mature ego level with psychiatric visits 
should occur. Sentence Completion Test ego develop- 
ment level appeared to be associated with facets of 
psychiatric visits and with facets of ego maturity that 
seemed relatively independent of global mental health 
assessment. The correlations in table 3 reveal that 
mature ego level was significantly associated with 
psychological mindedness as reflected by articulate- 
ness, absence of repression, visits to psychiatrists, and 
intuition as a trait. Mature ego level was associated 
with creativity as reflected by frequent use of sublima- 
tion, inclusion in Who’s Who im America, and a 
creative and intuitive trait. These correlations could 
not be explained by parental social class, intelligence, 
or income because ego development level and psychi- 
atric visits were significantly correlated with none of 
these possibly confounding variables. On their Scho- 
lastic Aptitude Test (SAT) scores, men with low ego 
levels manifested greater mathematical than verbal 
attainment scores; however, verbal attainment scores 
per se did not distinguish men at different levels of ego 
development. 

Unfortunately, our data do not make it possible to 
determine if high Sentence Completion Test ego level 
facilitated seeking help from psychiatrists or if psycho- 
therapy facilitated ego development. To determine 


1192 


whether psychotherapy can increase one’s ego level 
according to the Sentence Completion Test or whether 
the capacity to see ambiguities in life increases individ- 
uals’ willingness to seek psychotherapy would require 
prospective studies and cross-lag analyses. 


DISCUSSION 


It is tempting to argue that adult adjustment at age 
47 (i.e., “working and loving") should not be corre- 
lated with ego level measured by the Sentence Com- 
pletion Test because the latter is just a "pencil and 
paper test" and in this way explain away our failure to 
find a significant correlation between the Sentence 
Completion Test findings and the clinically assessed 
maturity of defensive style. But such logic would miss 
the point that in general the Sentence Completion Test 
ego level does correlate with real life. 

First, like the concept of defense mechanisms, 
Loevinger's concepts can be of great value to the 
clinician. Her explication of ego levels (7) and patients’ 
illustrations of these levels through their completion of 
the Sentence Completion Test sentence stems helps us 
to appreciate discrepancies between the mind and 
affective language of the psychotherapist and those of 
the patient. This clinical appreciation of individual 
differences is comparable to Piaget's developmental 
stages, which help us to understand the discrepancies 
that occur between the logic and morality of the child 
and of the adult. 

Second, review of empirical studies confirms that 
age predicts ego level according to the Sentence Com- 
pletion Test (8, 23) as well as moral development (24) 
and maturity of defensive style (11). For boys between 
9 and 18 years old, Loevinger and Wessler (1) reported 
that chronological age correlated with ego level with 
an r of .74. What is less certain is whether age is an 
important correlate of ego level after age 18. Studies by 
Loevinger et al. (25) suggested that freshmen students 
from competitive 4-year colleges manifested a distri- 
bution of ego level scores more similar to that of our 
sample at age 55 than to that of Holt's national 
probability sample drawn from all 2- and 4-year 
colleges regardless of quality (21). 

Third, in our study, estimated psychosocial develop- 
ment was significantly correlated with botb maturity 
of defensive style and Sentence Completion Test ego 
level. Fourth, Sullivan et al. (26) have provided evi- 
dence that the Sentence Completion Test and 
Kohlberg's scheme of moral development (10) corre- 
late with a respectable r=.40, even with age partialled 
out. Finally, ego development as assessed by the Sen- 
tence Completion Test also correlated with assess- 
ments of ego identity in young adults (27). In addition, 
in an adolescent sample, mental health, Sentence Com- 
pletion Test ego level, and maturity of defensive style 
were highly intercorrelated (28). 

Thus, rather than dismissing the Sentence Comple- 
tion Test as a pencil and paper test,” there are at least 
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four alternative explanations that may explain why in 
the present study ego level of maturity as measured by 
clinically assessed defenses failed to correlate signifi- 
cantly with ego level as measured by the Sentence 
Completion Test. First, as numerically assessed, matu- 
rity of defenses may be less a measure of ego matura- 
tion than an index of presence or absence of psycho- 
pathology. At present, the available data are 
inadequate to exclude this possibility (11, 12). 

Second, ego development refers to the development 
of multiple processes, cognitive functions, defenses, 
and interpersonal skills. The Sentence Completion Test 
and maturity of defenses may measure independent 
processes. Work by Haan et al. (29) also found little 
correlation with maturity of defenses and Sentence 
Completion Test score in young adults. 

Third, the developmental sequences reflected by 
shifts in Sentence Completion Test ego level and in ego 
defenses may reflect developmental lines that may have 
different alignments with age and education. Had our 
sample been assessed for Sentence Completion Test 
ego level and defensive maturity when in college, a 
greater correlation between the two variables might 
have been found. 

Fourth, evidence has suggested that the Sentence 
Completion Test ego level depends inconsistently on 
intelligence (8), on education level (30), and on socio- 
economic status and father’s level of education (23). 
High intelligence and educational attainment may be 
necessary, if not sufficient, requirements to achieve ego 
levels above conscientious (I-4) on the Sentence Com- 
pletion Test. 

We consider this final explanation the most likely. It 
is also consistent with a major criticism of the Sentence 
Completion Test: that verbal fluency powerfully cor- 
relates with a person’s scored stage of ego level on the 
Sentence Completion Test. For example, the 32 men in 
our study who were placed at the conscientious/con- 
formist level (1-3/4) or less used 88—342 words 
(mean=188) to complete their sentence stems. The 16 
men who were placed at the individualistic level (1-5) 
or higher used 289-654 words (mean=432) to com- 
plete their stems. Only two of the 16 men at the 
individualistic level or higher used fewer than 300 
words; only two of the 32 men at the conscientious/ 
conformist level or less used more than 300 words. 

This criticism, however true, does not invalidate the 
Sentence Completion Test as a measure of ego level. 
To control for verbosity per se, we contrasted 13 men 
at ego levels of individualistic and above with 26 men 
at the ego level of conscientious/conformist or con- 
formist on two separate measures of spontaneous 
verbal behavior. First, we examined the word count on 
their written answers to questionnaire questions re- 
garding their philosophy over rough spots” and their 
views on disarmament. Although the men at higher 
ego levels tended to use more words than those at the 
lower level, the differences were entirely consistent 
with chance. We also examined their spoken answers 
by counting the number of words used to respond to 
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six Thematic Apperception Test (TAT) cards. The men 
with high ego levels used 321 to 1,774 words 
(mean=1,063), and the men with low ego levels used 
489 to 2,299 words (mean=900)—again a completely 
insignificant difference. In short, number of words per 
response reflects both verbosity and an element of 
complexity of thought and psychological mindedness 
that is a legitimate index of ego level. For example, a 
man who was placed at a low ego level completed the 
sentence starting, “When I am with a woman,” with 
"Wow!" and “My father and I” with “were close 
friends.” In contrast, a man who was scored at the 
integrated level (I-6) completed “My father and I" 
with “never got really close. Mostly I remember con- 
fusion, embarrassment when he played the foo! and 
hurt when he was furious with my mother." 

Discussion of the dependence of the Sentence Com- 
pletion Test on verbal fluency brings us to the fact that 
the test may serve as an indicator of psychological 
mindedness and creativity. If true, this would be 
extremely interesting. À limitation of any cffort to 
measure creativity is that creativity is powerfully af- 
fected by intelligence and level of education. However, 
our sample had been preselected for relatively high 
intelligence, and 76% of our sample had pursued 
graduate education. In addition, as great a proportion 
of our sample as of Terman and Oden's sample of 
gifted subjects (31) were in Who's Who in America or 
in American Men and Women of Science. Thus, IQ 
and education per se were largely controlled in our 
sample. 

The findings shown in table 3 suggest that the 
subjects who were viewed as cultural, ideational, cre- 
ative, and intuitive in college were placed at a high ego 
level according to the Sentence Completion Test 30 
years later. Such judgments in college were also sup- 
ported by the fact that these individuals later scored 
high on sublimation and occupational distinction. 
That creativity may require more words is illustrated 
by contrasting the way a man placed at a mature ego 
level completed the sentence “When they avoided me." 
This man said, “I was delighted—I abhor the close 
attention of sharks." This contrasts with the pedes- 
trian response of a man at the conformist level: I took 
off." Or again, a trite and laconic man at the conform- 
ist stage completed “Rules are" with “made to be 
broken” in contrast to a man at the integrated level, 
who completed this sentence with “fences which make 
games possible and keep people from each other’s 
throats.” Rothenberg’s Janusian theory of creativity 
(32) is also consistent with Loevinger’s belief that the 
perception of ambiguity— "the ability to tolerate par- 
adoxical relationships between events" reflects ego 
maturity. For example, one man with a high ego level 
completed the sentence “When he thought of his 
mother" with “he felt a mixture of pity and rage.” 
Finally, the independence of Sentence Completion Test 
ego level from mental health but its close association 
with creativity and lack of repression (table 3) is also 
consistent with the work of McCrae and Costa (22), 
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who made observations very similar to ours. 

In conclusion, for our sample, the Washington Uni- 
versity Sentence Completion Test appears to be mea- 
suring something more limited than global ego matu- 
rity but far more interesting than simply age, in- 
telligence, social class, and verbal fluency. The possi- 
bility that the Sentence Completion Test taps not just 
maturity of ego function but also psychological 
mindedness and creativity appears a real possibility 
and invites efforts at confirmation. 
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Editorial 





New Technology in Convulsive Therapy: 
A Challenge in Training 


he increase in seizure duration with caffeine sodium benzoate that is reported in 

two articles in this issue of the Journal is evidence of the growing complexity of 
convulsive therapy. We no longer expect to see a white-coated doctor—accompa- 
nied by brawny aides wheeling a treatment cart down the corridors of a large 
institution—moving from bed to bed, quickly inserting a mouth guard in an anxious 
patient and then applying some electrode jelly and electrodes to the temples, 
applying a stimulus and, after 1-2 minutes of the patient's seizure, quickly turning 
the patient on his or her side and then moving on to the next bed. 

Patients are now brought to well-equipped suites where a treatment team stands 
ready to check the patient’s last meal and clinical condition, insert an intravenous 
line, inject atropine or glycopyrrolate, attach monitoring devices and electrodes for 
the treatment device, ventilate by mask with oxygen, inject a barbiturate and 
succinylcholine, and determine paralysis by muscle stimulator. A bite-block is 
inserted, the stimulus is applied, and a seizure with hardly a motor movement is 
monitored for duration. Ventilation and monitoring continue until the patient 
recovers. Monitoring devices are many: those for heart rate and rhythm, blood 
pressure, single-lead EEG, and cuff for seizure duration (1) are used routinely; in 
addition, an oximeter, muscle stimulator, and multilead EEG are used in sophisti- 
cated centers. ` 

How did this change in practice come about? It is remarkable that use of a 
treatment which was introduced in 1934 has persisted. The principal impetus for its 
use has been the need to treat patients with psychoses that resist prevailing therapies. 
Queries from both the public and the profession about whether such an intrusive 
treatment serves a valid public purpose prompted numerous evaluations. Favorable 
reviews since 1976 by scientists and commissions in at least eight nations (2), 
culminating in the 1985 National Institutes of Health Consensus Conference 
Statement (3), reassured us that there was indeed a valid use for the treatment. 

Doubts about the importance of the seizure in ECT led to studies, mainly in Great 
Britain, which showed that treatments with defined seizures were more effective than 
those with sham seizures (4). Studies of the differential effects of threshold and 
suprathreshold currents, brief-pulse and sinusoidal wave forms, and unilateral and 
bilateral electrode placements found differences in both the efficacy and the safety of 
these stimuli, allowing the knowledgeable clinician to arrange optimal treatments 
for different clinical conditions. For example, the EEG and cognitive changes 
following seizures are greater for sinusoidal than for brief-pulse currents and for 
bilateral than for unilateral electrode placements, suggesting that unilateral place- 
ments and brief-pulse currents are to be preferred for most treatments. Indeed, 
brief-pulse currents at threshold doses are associated with poorer clinical results 
than the same currents at suprathreshold doses, leading to the conclusion that 
threshold doses should not be used. The efficacy of treatments with bilateral 
placements is superior to that of treatments with unilateral placements, particularly 
among patients with severe affective disorders. Such placements are now used in 
treating patients with mania, severe inanition, and suicidal ideation (2, 5). 

Seizures differ in pattern and duration. Seizures that appear to be complete" and 
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similar in motor and EEG pattern may differ in efficacy, leading to questions about 
the characteristics of a clinically effective seizure. At this juncture we are not sure, 
although a full or complete motor and EEG seizure seems better than an incomplete 
or short seizure. How ‘are we to define a full seizure? The best clinical measure 
remains seizure duration, hence the interest in monitoring seizure durations by the 
cuff, the EEG, or the heart rate method (1). A single-lead EEG has been a feature of 
two of the recently developed brief-pulse ECT devices, the Thymatron and the 
MECTA SR-1. l 

We are not secure in defining the duration of an adequate seizure. Seizure 
durations shown on the EEG and heart rate monitors are longer by 10%-20% than 
seizure durations measured by motor activity (1, 5). In conventional thinking, motor 
seizure durations of less than 25 or 30 seconds, as measured by cuff monitoring, are 
considered to be short or missed, durations longer than 120 seconds to be 
prolonged, and durations between 25 and 120 seconds to be optimal. 

A prolonged seizure, which is usually seen on the EEG and heart rate monitors, is 
readily aborted by intravenous barbiturate or diazepam. For a brief seizure, the 
usual practice is to repeat the stimulus under the same anesthesia, using a greater 
stimulus energy. But what if, despite the delivery of maximum currents from the 
ECT device, the patient still has a partial seizure? Such an event is likely if the 
therapist uses induction currents near the seizure threshold, particularly since seizure 
thresholds generally rise during the course of therapy and are high i in the elderly, 
especially men (2, 5). 

One expedient is to use the maximum energy delivered by the treatment device for 
all patients. While the use of maximum doses is a feature of much present practice, 
it carries the risk, particularly in younger adults, of prolonged seizures, greater 
cognitive impairment, and enhanced EEG abnormality during the treatment course. 

With sinusoidal current devices, which deliver high energies, the incidence of 
missed seizures is low and can be further circumvented by double stimulation. 
Brief-pulse devices reemerged in the 1970s in response to anxieties about the 
cognitive impairment associated with the use of ECT. When they were introduced, 
their maximum energy output was intentionally restricted, leading to an increased 
incidence of missed and incomplete seizures (5). 

Missed seizures then became a problem. Since benzodiazepines and barbiturates 
given as nighttime sedatives raise seizure thresholds and decrease treatment efficacy, 
their routine use was discouraged. Alternative anesthetics were examined, and 
etomidate was found to be an anesthetic without seizure threshold enhancement (6). 
Newer treatment devices with greater output intensities have been introduced in the 
United States in the past 3 years (e.g., Somatics’ Thymatron, MECTA SR-1, 
Medcraft B-25, and EICoT MF-1000). 

The increase in seizure duration by pretreatment with caffeine sodium benzoate 
reported by Shapira et al. (7) provided another answer. The reports in this issue of 
the Journal support this observation. In patients with high seizure thresholds, 
pretreatment with intravenous caffeine sodium benzoate in doses of 0.5—1.0 g, 5—10 
minutes before induction, will increase seizure duration, often to a clinically 
acceptable degree. While the study by Shapira et al. limited the patient sample to 
those without cardiovascular disease, the study by Hinkle and associates included 
high-risk patients with medical disabilities, which suggests that the administration of 
caffeine sodium benzoate is safe even in the face of such disability. 

Both groups used the MECTA C for their cases. Hinkle et al. used the 
higher-energy Thymatron for one patient, showing that even when patients are 
treated with higher-energy instruments, elevated seizure thresholds may still be a 
problem. 

There are practical difficulties in implementing pretreatment with caffeine. Caf- 
feine sodium benzoate is almost impossible to obtain in the United States, since the 
Food and Drug Administration (FDA) has characterized the compound as "ineffec- 
tive" for other uses. Pentylenetetrazole (Metrazol) was the compound used in earlier 
decades to enhance seizure efficacy (2). A similar determination of its effectiveness by 
the FDA led to its withdrawal from the market, not only in the United States but in 
all markets except Hungary. The report of a prolonged seizure and death in a patient 
who received theophylline, a compound chemically related to caffeine, suggests that 
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safety studies are required. In addition, parametric studies to define the optimal dose 
and time for caffeine administration are yet to be done. 

Rather than embarking on these experimental routes, what can a prudent 
electrotherapist do when seizure duration is compromised? The first step is to 
eliminate the routine use of benzodiazepines or barbiturates for sedation. A change 
to a higher-energy ECT device, the induction of hyperventilation and hyperoxygena- 
tion before inducing a seizure, and a change of electrode placement to the unilateral 
position (seizure thresholds are lower with this placement) should be considered 
next. The dose of anesthetic may be lowered, or a change to etomidate can be made. 
Double stimulation is also possible, although there are concerns that high electrical 
energies may be associated with greater cognitive effects. If these maneuvers fail, the 
administration of caffeine sodium benzoate as outlined by the authors of these 
Journal articles may be effective. 

The reports of Shapira et al. and Hinkle et al. illustrate changes in ECT practice 
that have made modern convulsive therapy a complex technology. After deciding on 
the use of ECT for patients with various mental disorders, therapists must now 
choose among a variety of currents and electrode placements for induction; decide 
whether to continue or discontinue psychoactive drug treatment; select an appro- 
priate anesthetic; determine the adequacy of each seizure by monitoring duration 
and seizure pattern; and manage the physiologic changes in cardiac, pulmonary, and 
central nervous systems that accompany the treatments. The latter is particularly 
important in high-risk medically ill and elderly patients, for whom ECT is often a 
reliable option. To these technical changes must also be added the special demands 
for informed consent by patients and their families, especially in those institutions 
and states where special rules for ECT apply. 

It may no longer be sufficient for psychiatrists to assert their skill in ECT on the 
basis of the lecture experience provided in conventional training programs. Many 
educational programs at medical school and residency levels are clearly deficient (8). 
Board certification in psychiatry requires no evidence of experience or practical 
knowledge of convulsive therapy or of its physiologic accompaniments; thus, it may 
be unwise to automatically give certified psychiatrists privileges in ECT (9). In 1975 
the American Psychiatric Association responded to the criticism of ECT use by 
establishing the Task Force on Electroconvulsive Therapy. The task force report (10) 
reassured the profession and the public about the proper use of ECT and encouraged 
the increase in research interest and clinical use. With the growing complexity of 
ECT practice, however, it is time for the Association to examine training practices 
in medical schools, psychiatric residency, and continuing medical education pro- 
grams and the criteria for certification in psychiatry. As the editors of Lancet noted, 
in response to the assessment of British ECT practice reported in the historic survey 
by Pippard and Ellam (11) “If ECT is ever legislated against or falls into disuse it will 
not be because it is an ineffective or dangerous treatment; it will be because 
psychiatrists have failed to supervise or monitor its use adequately” (12). 
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Foundations’ Fund Prize for Research in Psychiatry 


The American Psychiatric Association takes pleasure in inviting submissions for the eleventh 
annual Foundations’ Fund Prize for Research in Psychiatry. 


Candidates for this prize should be citizens of the United States or Canada and should be 
nominated by a sponsor. Sponsors should be members of the American Psychiatric Associa- 
tion. Members of the prize board are excluded from submitting nominations. 


The sponsor should submit a supporting letter (six copies) setting out in detail justification for 
the nomination and summarizing the research accomplishments of the nominee in a specific 
area or with a coherent theme. 


The nominee should submit 

1) A book or paper (six copies) or a group of representative and thematically linked books 
or papers (six copies) published in English (or accepted for publication) and dated 
within 10 years prior to the deadline of submission; 

2) A summary statement (six copies) written by the nominee, emphasizing the principal 
theme running through the work, its internal cohesiveness and consistency, and 
scientific implications; 

3) An up-to-date curriculum vitae (six copies); 

4) An up-to-date bibliography (six copies). 


All entries must be submitted in six complete collated sets and sent to Ira D. Glick, M.D., 
Chairman, Foundations! Fund Prize Board for Research in Psychiatry, American Psychiatric 
Association, 1400 K Street, N.W., Washington, DC 20005. Entries will be acknowledged but 
cannot be returned. The prize is based on a yearly competition and resubmission is permitted. 
The award will be presented at the Convocation of Fellows at the Association's annual 
meeting in May 1988. 


The deadline for submission is November 1, 1987. 
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Facilitation of ECT by Caffeine Pretreatment 


Baruch Shapira, M.D., Bernard Lerer, M.D., Dror Gilboa, B.A., 
Heinz Drexler, M.D., Sol Kugelmass, Ph.D., and Avraham Calev, D.Phil. 





In this study, eight patients participated in a 
standardized protocol to assess the effects of caffeine 
on seizures in ECT. Caffeine sodium benzoate ($00— 
2000 mg) was administered intravenously 10 
minutes before ECT, and seizure duration was 
compared with that of a previous treatment 
unmodified by caffeine. Seizure duration was 
significantly increased during ECTs preceded by 
caffeine. Three other patients given caffeine when 
seizures of adequate duration could no longer be 
elicited at maximal stimulus levels experienced 
longer seizures. Administration of caffeine was not 
associated with significant cardiovascular or other 
(including cognitive) adverse effects. 

(Am J Psychiatry 1987; 144:1199—1202) 





linicians have long been aware that over the 

course of an ECT series, increasing levels of 
electrical stimulation are often needed to elicit a gen- 
eralized seizure. The concomitant reduction in seizure 
duration may impair the therapeutic efficacy of the 
treatment (1). Adverse cognitive effects of ECT may be 
exacerbated because of the adjustments in current 
intensity and stimulus waveform that are used to 
ensure the elicitation of a seizure. Interventions that 
can be safely used to enhance seizure duration are 
therefore of considerable clinical importance. Pre-ECT 
administration of pentylenetetrazole in subconvulsive 
doses has been shown to increase the length of seizures 
(2), but this agent is no longer commercially available. 
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Shapira et al. (3) reported that pretreatment adminis- 
tration of caffeine sodium benzoate (250—1000 mg 
i.v.) increased seizure length and improved therapeutic 
outcome in a severely depressed patient. The purpose 
of the present project was to study the effect of caffeine 
pretreatment on seizure induction during ECT under 
standardized conditions and to evaluate the safety of 
this intervention. 


METHOD 


Patients considered clinically eligible for ECT be- 
cause of major depression (by DSM-III criteria) were 
asked to participate in the study. Informed consent 
was obtained in accordance with Jerusalem Mental 
Health Center institutional review board procedures. 
Patients with cardiovascular disease or any other ma- 
jor physical illness were excluded. Six female and two 
male patients entered the standardized study protocol. 
Their mean+SD age was 55.6:-9.12 years, and their 
mean+SD pretreatment Hamilton Rating Scale for 
Depression score was 29.8+6.36; four patients had a 
unipolar disorder and four a bipolar disorder. In 
addition, three other depressed patients (a 64-year-old 
man and two women, 60 and 71 years old) who had 
not been initially included in the study were given 
caffeine during their ECT course when maximal set- 
tings on the MECTA apparatus failed to elicit clini- 
cally adequate seizures. 

Treatments were administered three times a week by 
means of a MECTA Model D apparatus with bitem- 
poral electrode placement. Anesthesia was induced by 
sodium pentothal (3.0 mg/kg) and succinylcholine (1.5 
mg/kg) followed by oxygenation. Seizure duration was 
monitored centrally by the MECTA single-channel 
EEG monitor and peripherally in a lower limb by 
occlusion of the systolic blood supply before the 
administration of succinylcholine. Because of contro- 
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versy about the precise delineation of the end point of 
EEG-monitored seizures (4), peripheral seizure length 
was the operational criterion we used. Seizure thresh- 
old was defined as that current intensity (in milliam- 
pere-seconds) which elicited a generalized seizure that 
lasted more than 20 seconds. Threshold was estab- 
lished by a method-of-limits technique first described 
by Malitz et al. (5). During the first treatment, initial 
MECTA settings were a 30-Hz frequency, a 1.5-msec 
pulse width, and a 1.0-second pulse train duration (72 
mA-seconds). If a seizure exceeding 20 seconds in 
length was not induced, the patient was restimulated 
no less than 40 seconds later at a 50-Hz frequency 
(120 mA-seconds) and, if needed (no less than 40 
seconds later), at 70 Hz (168 mA-seconds). In order to 
further increase stimulus intensity, pulse train duration 
could be raised to 1.5 seconds (252 mA-seconds) and 
then to 2.0 seconds (336 mA-seconds). However, no 
more than three stimulations were attempted in a 
single treatment session. During subsequent treat- 
ments, seizure threshold was determined by a modifi- 
cation of the procedure we have described, which was 
designed to eliminate unnecessary stimulations. For 
treatments not preceded by the administration of caf- 
feine, the initial setting was one below the level that 
had previously induced a seizure; for treatments pre- 
ceded by caffeine, the setting was two below the 
previous threshold. 

The procedure for administering caffeine to the eight 
patients participating in the standardized protocol was 
as follows. Caffeine sodium benzoate was adminis- 
tered before one of treatments 2—4, 6—8, and 10-12. 
Seizure threshold had been determined during the 
previous treatment and was again determined in con- 
junction with administration of caffeine. Peripheral 
seizure length was noted for both treatments. The 
caffeine was given intravenously 10 minutes before the 
anesthetic was administered, at a starting dose of 500— 
1000 mg, while the patient was at rest in the treatment 
room. (The increase in initial dose was decided upon 
during the protocol when effects on seizure threshold 
and duration were not observed at the lower doses.) 
Clinical responses were closely observed, and pulse 
and blood pressure measurements, taken at baseline, 
were repeated before the anesthetic was administered 
and immediately after completion of the seizure. The 
dose of caffeine was increased by 250—500 mg during 
subsequent administrations if adverse effects had not 
been observed and no effects or minimal effects on 
seizure threshold and duration had been documented. 
Details of caffeine administration in the three patients 
treated outside the standardized protocol are shown in 
figure 1. 

Six of the eight patients who participated in the 
standardized protocol were administered a battery of 
cognitive tests in conjunction with ECT (with and 
without caffeine pretreatment) during each of the three 
treatment phases. The test battery was derived from 
that previously described by Sackeim et al. (6) and 
encompassed 1) orientation time to a criterion of 75% 
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FIGURE 1. Effect of Caffeine Pretreatment on Seizure Duration in 
Three Patients Who Received Bilateral ECT 
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relative to baseline, 2) word fluency by letter and 
category, tested 1 hour after ECT, followed by 3) 
retrograde memory for words and designs (recall and 
recognition) and faces (recognition) learned 5—15 min- 
utes before ECT, and 4) anterograde memory for 
words and designs (recall and recognition) learned 112 
hours after ECT and tested immediately and 20 min- 
utes later. 

Seizure threshold and seizure duration after admin- 
istration of caffeine were compared to the correspond- 
ing measurements for the immediately preceding treat- 
ment, which was unmodified by caffeine, by a paired t 
test (two-tailed). Cognitive performance with and 
without caffeine pretreatment was compared by paired 
t tests (two-tailed) or by analysis of variance with 
repeated measures. Correlations were performed by 
means of Pearson coefficients. Results are shown as 
mean+SD or as median and range. 
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TABLE 1. Effect of Caffeine Pretreatment on Seizure Threshold and Seizure Duration During ECT in Eight Depressed Patients 


Caffeine Dose (mg) 


Condition Median Range 


ECTs 1-4 

No caffeine 

Caffeine 500 
ECTs 5—8 

No caffeine 

Caffeine 1000 
ECTs 9--12° 

No caffeine 

Caffeine 1500 


500-1000 


500-1250 


500-2000 


Seizure Threshold (mA-seconds) 


Seizure Duration (seconds) 


Mean SD Mean SD 
157 48.2 50 114 
169 77.2 56 13.4 
168 52.8 36 12.4 
199 714 61? 281 
224 83.6 31 6.2 
233 98.0 45* 7.9 


Significant difference between caffeine and no-caffeine ECTs (t=2.71, df=7, p<.05, paired two-tailed test). 


ÞN=7; data for one patient in this phase are not available. 


"Significant difference between caffeine and no-caffeine ECTs (t=4.00, df=6, p<.01, paired two-tailed test). 


RESULTS 


All eight patients in the standardized protocol re- 
ceived 12 ECT administrations over a period of 4 
weeks. The effects of caffeine pretreatment on seizure 
threshold and seizure duration during the three treat- 
ment phases (ECTs 1-4, 5-8, and 9-12) are shown in 
table 1. For technical reasons, seizure measurements 
were not obtained for one, patient during the third 
treatment phase; the number of subjects for this phase 
was therefore seven. Unmodified by caffeine, seizure 
threshold increased by 30% from the first treatment to 
the final treatment. Seizure threshold was not signifi- 
cantly altered by caffeine administration at any stage. 
Seizure duration (unmodified by caffeine) declined 
3996 from the first treatment to the last. Caffeine 
administration significantly increased seizure length 
during treatments 6-8 and 9-12 (comparison in each 
case is with the immediately preceding treatment, 
which was unmodified by caffeine). 

Figure 1 shows the treatment course in the three 
patients who received caffeine in the clinical context. 
The reduction in seizure duration (at maximal stimu- 
lation with 336 mA-seconds) that necessitated caffeine 
administration is evident in all three cases. Seizure 
duration increased when caffeine pretreatment was 
instituted (without change in threshold) but again 
declined in all cases as the treatment progressed, in 

spite of the previously effective caffeine dose. Increased 
caffeine dosage was needed in order to maintain a 
therapeutically adequate seizure duration. 

Across all trials the mean pulse rate was 83.9+17.40 
beats per minute before administration of caffeine, 
91.7+18.40 beats per minute 10 minutes after caf- 
feine, and 91.9+18.8 beats per minute after comple- 
tion of the seizure (86.6416.30 beats per minute 
without caffeine). The mean systolic blood pressure 
was 148+33.7 mm Hg before caffeine, 170+27.9 mm 
Hg 10 minutes after caffeine, and 196+44.00 mm Hg 
after completion of the seizure (182+35.50 mm Hg 
without caffeine). The mean diastolic blood pressure 
was 8615.00 mm Hg before caffeine, 90+10.9 mm 
Hg 10 minutes after caffeine, and 102+18.00 mm Hg 
after seizure (97+14.60 mm Hg without caffeine). 
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TABLE 2. Effect of Caffeine Pretreatment on Orientation Time After 
ECT in Eight Depressed Patients 





Orientation Time After ECT (minutes) 








Condition Mean SD 
ECTs 1-4 

No caffeine 50.00 22.58 

Caffeine 45.00 25.09 
ECTs 5-8 

No caffeine 32.50 6.12 

Caffeine 40.00 20.49 
ECTs 9-12 

No caffeine 27.50 6.12 

37.50 15.73 


Caffeine 


None of the caffeine effects on pulse or blood pressure 
were statistically significant. 

As shown in table 2, orientation time diminished 
over the ECT series in treatments unmodified by 
caffeine. This reduction was less prominent in the case 
of treatments preceded by caffeine, but not to a 
statistically significant extent. Of the remaining 15 
cognitive variables compared during each of the three 
treatment phases (45 comparisons in all), only two 
(both were design recognition variables) showed wors- 
ening after caffeine pretreatment. Pearson correlations 
of caffeine dose, stimulus intensity, and seizure dura- 
tion with orientation time as well as with each of the 
cognitive measures were calculated. No consistent 
effect of caffeine, dose or stimulus intensity emerged. 
Increased seizure duration was significantly related to 
impaired performance on six of 48 correlations during 
the three treatment phases (p<.05). However, two 
correlations showed impaired performance associated 
with reduced seizure duration (p<.05). 

No serious untoward effects of caffeine were ob- 
served clinically. On three occasions, patients who had 
received caffeine were observed to be restless in the 
initial postictal period but.required no specific treat- 
ment. One patient was observed to be agitated, and 
another manifested a fine tremor during the 10 min- 
utes between administration of caffeine and induction 
of anesthesia. Subjective feelings of restlessness were 
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more frequent at higher caffeine doses but were well 
tolerated. 


DISCUSSION 


The present findings confirm and extend our previ- 
ous clinical report (3) of increased seizure duration 
after pretreatment with caffeine. It is interesting, in 
view of the preclinical effects of methylxanthine ad- 
ministration (7, 8), that caffeine administration did not 
reduce seizure threshold at any stage. This negative 
finding may, however, have been a function of the 
method-of-limits technique used for determining sei- 
zure threshold, which involves large increments in 
stimulus intensity. Smaller reductions in threshold 
could well be missed when the procedure is used. The 
fact that seizure duration was significantly increased 
by caffeine in treatment 6 and thereafter, but not 
before this stage, is of interest. It could be related to the 
lower dose of caffeine used in the earlier treatments 
(table 1). However, two of the patients who were given 
caffeine when they became resistant to adequate sei- 
zure induction at maximal stimulation responded to 
initial caffeine doses of 500 mg, which raises the 
possibility that enhancement of seizure duration by the 
administration of caffeine may be more effective at 
higher threshold levels. This is, however, the context in 
which caffeine pretreatment would be most applicable 
clinically. 

Administration of caffeine before ECT was not 
found to be associated with a greater frequency of 
clinically significant adverse effects. Subjectively, the 
treatment was well tolerated even at the higher doses. 
Effects on pulse and blood pressure levels were modest 
and did not suggest a negative interactive effect of 
caffeine and ECT on these variables. Scores on the 
cognitive test battery showed only minor adverse ef- 
fects of caffeine on orientation time and cognitive 
performance. These may have been related to the 
increase in seizure duration induced by caffeine. Miller 
et al. (9) reported a positive correlation between 
seizure duration and forgetting of nonverbal material 
in patients given unilateral ECT. It therefore seems 
prudent to avoid doses of caffeine that result in exces- 
sive increases in seizure duration. This is particularly 
important in view of a report of status epilepticus as a 
consequence of ECT in an asthmatic patient with 
plasma levels of the methylxanthine, theophylline, 
above the accepted therapeutic range but below the 
level generally associated with seizures (10). 

We (3) previously suggested that the effect of caf- 
feine in increasing seizure duration may be related to 
its adenosine antagonist properties. Newman et al. 
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(11) reported that a series of chronic electroconvulsive 
shocks given to rats led to an increase in adenosine A; 
receptor binding. This receptor has been linked to an 
anticonvulsant action (12). Caffeine has been shown to 
have an inhibitory effect on A; adenosine receptors (7) 
and to increase seizure duration in animals (8). If this 
proposed mechanism indeed underlies the clinical ac- 
tion of caffeine on the duration of seizures, a similar 
effect should be observed after administration of other 
methylxanthines that inhibit adenosine A; receptors. 

The present findings suggest a role for caffeine 
sodium benzoate as a safe and effective adjunct to 
ECT. Pretreatment with caffeine is recommended for 
patients undergoing ECT who are physically healthy 
and in whom seizures of adequate therapeutic length 
cannot be elicited by conventional techniques. Further 
studies are needed to define optimum dosage more 
accurately and to establish the limits of safety in 
elderly patients and those with impaired cardiovascu- 
lar function. 
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Prevalence of Specific Suicidal Behaviors 
in a High School Sample 


Jill M. Harkavy Friedman, Ph.D., Gregory M. Asnis, M.D., 
Marjorie Boeck, Ph.D., M.D., and Justine DiFiore 





Of 380 high school students who completed an 
anonymous survey concerned with their experience 
with suicidal behavior, 60% reported that they had 
thought about killing themselves. These thoughts 
varied with respect to persistence and planfulness. 
Almost 9% reported that they had actually made at 
least one attempt to kill themselves and over half of 
the suicide attempters reported at least two attempts. 
Fewer than half of the attempters reached the 
attention of mental health professionals. The data on 
family history of suicidal behavior suggest that the 
suicidal ideators and the suicide attempters represent 
overlapping groups. 

(Am J Psychiatry 1987; 144:1203—1206) 





Imost one-quarter of all adolescent deaths are 

from suicide. The frequency and form of other 
suicidal or self-destructive behaviors (i.e., thoughts, 
plans, and attempts) in this age group remain relatively 
unclear. If the range of suicidal behaviors reflects an 
underlying continuum or spectrum rather than discrete 
behaviors, information regarding each type of suicidal 
behavior is important. Without such information, the 
development of effective intervention and prevention 
techniques is difficult. 

The prevalence of suicidal behavior in the general 
population and among specific subgroups has been 
minimally studied. The prevalence of suicidal ideation 
among adults has been explored primarily via epide- 
miological studies (1—4). According to these investiga- 
tions, 2.396—55965 of those interviewed or surveyed 
reported that they had engaged in some type of suicidal 
ideation, and 0.6%-2.7% reported that they had 
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made at least one suicide attempt. The only one of 
these studies that used an anonymous survey (4) rather 
than extensive interviews reported the highest rates. 
High rates were also reported when the time frame 
asked about reflected a lifetime prevalence rate rather 
than a point prevalence rate. 

Investigating the prevalence of suicidal behavior 
among children and adolescents, Pfeffer et al. indicated 
that 9% of the 6- to 15-year-old school children 
interviewed reported some type of suicidal ideation 
(5), that 1% reported they had made at least one 
suicide attempt (5), and that 33% of those identified as 
psychiatric outpatients reported engaging in some type 
of suicidal behavior (6). The prevalence of suicidal 
behavior among child and adolescent psychiatric inpa- 
tients has been reported to range between 65% and 
78.5% (5, 7—9). According to all of these prevalence 
rates, child and adolescent psychiatric inpatients en- 
gage in more suicidal behavior than psychiatric outpa- 
tients of the same age group, children and adolescents 
engage in more suicidal behavior than adults in the 
general population, and those responding to anony- 
mous surveys report more suicidal behavior than those 
being interviewed. 

Generalizations from these studies to the general 
high school adolescent population would be prema- 
ture. First, none of the prevalence studies included 
assessments of high school students, and many in- 
volved the study of young psychiatric patients. There- 
fore, the attempters studied may represent a restricted 
subsample of all suicide attempters—those who were 
seen in psychiatric or other medical facilities. Second, 
the use of interview techniques to assess the prevalence 
of suicidal behavior requires a thorough, interactive 
procedure. Interview techniques are labor intensive 
and require good rapport between the interviewer and 
the interviewee; it is unclear how the face-to-face 
nature of interviewing affects the reporting of suicidal 
and self-destructive behavior, particularly among ado- 
lescents. Some research has suggested that anonymous 
surveys provide greater information regarding preva- 
lence rates (10, 11) and that the reliability and validity 
of anonymous surveys can be tested and established 
(12). 

We present the preliminary results from the re- 
sponses of 380 students to an anonymous survey 
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SUICIDAL BEHAVIORS 


TABLE 1. Demographic Characteristics of 380 High School Students Who Responded to a Survey on Suicidal Behavior 








Total Sample 
(N=380) 
Variable N % 
Sex? 
Male 200 53 
Female 180 47 
Grade 
9 87 23 
10 91 24 
11 86 23 
12 115 30 
Race 
White 190 50 
Black 50 13 
Hispanic 37 10 
Oriental 81 21 
Other 22 6 
Religion 
Catholic 117 31 
Protestant 60 16 
Jewish 71 419 
Other 60 16 
None 71 19 
Experience with counseling* 73 19 


No Suicidal Behavior 





Suicidal Ideators Suicide Attempters 








(N=146) (N=201)" (N-33) 
N % N 9 N % 
90 & 102 51 8 24 
56 38 99 49 25 76 
39 27 43 21 5 1$ 
29 20 52 26 10 30 
35 24 41 21 10 30 
43 29 64 32 8 24 
71 49 103 51 16 49 
20 14 23 11 7 21 
13 9 19 10 5 15 
30 20 47 23 4 12 
12 8 9 $ 1 3 
46 32 56 28 15 46 
19 13 36 18 5 15 
28 19 36 18 7 21 
22 15 33 16 5 1$ 
34 21 39 20 i 3 
10 7 42 21 21 64 





*Only 200 of the 201 ideators answered the questions about grade and religion. 


Significant difference between groups (x^715.71, df=2, p<.0001) 
“Significant difference between groups (x?=56.25, df=2, p<.001). 


TABLE 2. Experience With Suicidal Behavior Among Family and Associates Reported by 380 High School Students Who Responded to a 


Survey on Suicidal Behavior 














Student Group 
No Suicidal Suicidal Suicide 
Behavior (N= 146) Ideators (N=201) Attempters (N=33) 

Acquainted With Acquainted With Acquainted With 

, Suicidal Person Suicidal Person Suicidal Person 
Person With see Age Lado ee A Pashia rindi eio 

Suicidal Behavior Total N % Total N % Total N % 
Family member? 142 16 11.3 187 54 28.9 31 9 29.0 
Peer or associate? 145 $5 37.9 196 97 49.5 33 22 66.7 
Anyone 146 60 41.1 201 112 55.7 33 26 78.8 





Significant difference between groups (x?=15.61, df=2, p<.001). 
Significant difference between groups (x?=10.38, df=2, p>.006). 


concerned with their experience with suicidal behav- 
iors, focusing on the prevalence of specific forms of 
suicidal behavior. 


METHOD 


Of 385 students attending an academically select 
public high school in New York who were asked to 
complete an anonymous survey packet, 382 actually 
completed the packet; two of these were not included 
in our study sample because relevant data were miss- 
ing. The mean+SD age of the total sample (N=380) 
was 16.04+1.2 years; other demographic characteris- 
tics of the 380 students are presented in table 1. We 
used a stratified random sampling technique to select 
the sample. For each grade level, three social studies 
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classes (a required subject) were randomly selected 
from each grade and invited to participate in the study. 
The study sample of 200 males and 180 females was 
demographically consistent with the entire school pop- 
ulation. There were approximately equal numbers of 
students from each of the four grades, and the sample 
was heterogeneous with respect to race and religion. 

As part of a comprehensive survey packet, the 
students were asked to complete the Harkavy Asnis 
suicide survey demographic form, a questionnaire that 
ascertains basic demographic data (ie., age, grade, 
race, religion), data on past psychiatric or counseling 
history, and specifics about their experience with their 
own suicidal behavior and that of their family and 
peers (tables 1 and 2). 

All surveys were completed during one 40-minute 
class period. At the beginning of the period, one of the 
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investigators (J.M.H.F.) introduced the purpose of the 
study. The students were provided with a list of mental 
health resources within and outside of the school that 
were available to them and were encouraged to seek 
help at these facilities if needed. The survey packet was 
administered after students were reminded of their 
right to refuse to participate. Anonymity was main- 
tained for all participants. 

Chi-square tests were used to test for significant 
group differences (no suicidal behavior, suicidal idea- 
tors, and suicide attempters) when groups were com- 
pared on categorical variables (i.e., demographic var- 
iables and family history). Analysis of variance 
(ANOVA) was used to compare groups on continuous 
variables such as age. 


RESULTS 


Of the 380 high school students, 146 (38.4%) stated 
that they had never thought about killing themselves 
(no suicidal behavior group), 201 (52.996) stated that 
they had "thought about killing themselves but did not 
actually try” (suicidal ideator group), and 33 (8.7%) 
stated that they had tried to kill themselves at least 
once (suicide attempter group) (table 1). There were no 
significant differences among the three groups with 
respect to distribution of grade, race, or religion. There 
was no significant main effect for age (mean+SD 
age=15.97+1.2 years for the no suicidal behavior 
group; 16.073: 1.2 years for the ideators; and 16.15 
1.2 years for the attempters). The three groups differed 
significantly with respect to sex distribution: the no 
suicidal behavior group consisted of more boys than 
girls, the suicidal ideators had equal numbers of boys 
and girls, and the reported suicide attempters had 
significantly more girls than boys. The groups also 
differed significantly with respect to their past involve- 
ment in some type of counseling: suicide attempters 
reported more experience with counseling than did 
ideators, who reported more experience with counsel- 
ing than did those reporting no suicidal behavior. 

The three groups were compared with respect to 
their experience with other individuals who had en- 
gaged in suicidal behavior (table 2). There was a 
significant group effect with respect to experience with 
suicidal behavior among family members: the ideators 
and attempters reported more suicidal behavior among 
family members than did those in the no suicidal 
behavior group, but ideators did not differ significantly 
from attempters with respect to experience with sui- 
cidal behavior among family members. The three 
groups also differed significantly with respect to expe- 
rience with suicidal behavior among their peers or 
associates: more ideators reported knowing about 
suicidal behavior among their associates than did those 
in the no suicidal behavior group, and more attempters 
than ideators reported knowing at least one peer or 
associate who had engaged in suicidal behavior at 
some time. 
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FIGURE 1. Persistence and Planfulness of Suicidal Ideas Among 
High School Suicidal Ideators 


Ideators 


(N= 201) 
Without plan With plan 
(N= 143) (N = 58) 
4 
Missing Not Persistent Not Persistert 
data persistent (N= 17) persistent) (N— 15 
{N= 3) (N = 123) (N= 43) 


To better describe the ideation of the 201 students 
who reported that they had “thought about killing 
themselves but did not actually try,” their data were 
further categorized with respect to persistence and 
planfulness (see figure 1). If students reported thoughts 
that "persisted for at least 7 days in a row,” their 
thoughts were described as persistent. If students re- 
sponded “yes” to “Did you have a plan?" and could 
describe a plan of any type, their thoughts were 
considered planful. Of the 201 ideators, 166 reported 
that their thoughts were not persistent, and 123 re- 
ported that their ideas were not persistent and did not 
involve a plan. Seventeen students reported persistent 
ideas without a plan, and 43 students reported that 
they had a plan but their thoughts were not persistent. 
There was a significant effect for sex (y?=14.25, df=3, 
p<.003): more boys than expected reported no sui- 
cidal thoughts, and more girls than expected reported 
planful and persistent thoughts. There was also a 
significant effect for race (y7=33.66, df=12, p<.001): 
more whites than expected reported no suicidal 
thoughts and more Orientals than expected reported 
persistent thoughts. A significantly higher proportion 
of those reporting suicidal thoughts in the past week 
than those reporting no suicidal thoughts in the past 
week reported that their thoughts were persistent and 
planful (2719.51, df=3, p<.001). Planfulness and 
persistence were not related to grade in school, reli- 
gion, past psychiatric history, or experience with sui- 
cidal behavior among family and associates. 

Among the attempters, 90.396 (28 of 31) reported 
that they had “thought about suicide without actually 
trying it," 62.196 (18 of 29) reported that they had had 
persistent thoughts of killing themselves, and 73.3% 
(22 of 30) could describe a plan they had for killing 
themselves. Twenty-one (63.696) of the 33 suicide 
attempters reported having made at least two attempts 
to kill themselves (range, one to six attempts) and 
described these attempts in detail. Overdosing and 
wrist slashing were the most commonly reported meth- 
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ods. The mean number of years from the most recent 
attempt was 1.2 years (range, 0—10 years). Approxi- 
mately two-thirds of the attempters stated they did not 
tell anyone before their attempt; fewer than two-thirds 
stated that they told somebody after the attempt. For 
the first attempt, 48% (16 of 33) reported that they did 
not expect to die, and 24% (N=8 of 33) stated they 
did not know if they expected to die. Nine of 32 
attempters (28.1%) reported that they had thought 
about killing themselves during the week before com- 
pleting the survey, and 30 (8.6%) of the 34 nonat- 
tempters reported similar thoughts (x7=12.17, df=2, 
p<.0005). 


DISCUSSION 


The results of this study suggest that various forms 
of suicidal behavior were relatively frequent among the 
high school students surveyed. Over 60% of the sam- 
ple reported having suicidal thoughts, which varied 
with respect to persistence and planfulness. Most 
students denied having persistent suicidal thoughts. Of 
particular concern were the findings that almost 9% of 
these high school students reported having made a 
suicide attempt and that over half of this group made 
at least two attempts. 

The results of this study reflect an initial attempt to 
describe, in detail, the spectrum of suicidal behavior in 
a high school sample. Since our preliminary report of 
the prevalence of suicide attempts in this high school 
sample (13), Josef et al., in an unpublished study, 
identified a similar prevalence rate in a larger and 
broader sample using an anonymous survey. Thus, it 
appears that high school adolescents may have a 
surprisingly high prevalence rate of suicide attempts, 
even higher than that reported for adults (1-4). Al- 
though adolescents appear ready to discuss suicidal 
behavior in anonymous questionnaires, we found that 
most suicide attempters did not tell anyone before their 
attempt and had not reached the attention of mental 
health professionals. 

The ideators and attempters we described do not 
represent two mutually exclusive groups. Although the 
attempters reported more ongoing suicidal behavior 
than the ideators (e.g., more had suicidal thoughts in 
the past week and more had repeated attempts), the 
ideators and attempters were similar in terms of their 
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family history of suicidal behavior. Both had a stron- 
ger family history of suicidal behavior than those 
reporting no suicidal behavior. 

This study is concerned primarily with adolescents 
attending an academically competitive high school. 
The results must be replicated in other high school 
samples and in the general community, where adoles- 
cent high school dropouts can be evaluated, before any 
firm conclusions about the frequency of suicidal be- 
havior among adolescents can be made. Diagnostic 
and longitudinal research are also essential if we are 
to better understand the course of self-destructive 
thoughts and behaviors. 
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Augmentation of Haloperidol by Ascorbic Acid 
in Phencyclidine Intoxication 


A. James Giannini, M.D., Robert H. Loiselle, Ph.D., 
Lynn R. DiMarzio, M.S., and Matthew C. Giannini, J.D. 





The authors studied 40 white men with acute 
phencyclidine (PCP) intoxication. On a random 
basis, 10 were treated with ascorbic acid, 10 with 
placebo, 10 with haloperidol, and 10 with a 
combination of ascorbic acid and haloperidol. While 
haloperidol was significantly more effective than 
ascorbic acid, the combination was significantly 
more effective than either used alone. This 
combination may have a specific antipsychotic role 
in the emergency treatment of PCP psychosis. 

(Am J Psychiatry 1987; 144:1207—1209) 





he treatment of acute phencyclidine (PCP) psycho- 

sis has been a two-phased affair. Initial interven- 
tion has involved the reversal of psychotic symptoms 
plus the rapid elimination of PCP from the patient's 
body. The standard treatment has been neuroleptics 
(1). Haloperidol has been used most successfully, 
supporting the view that PCP-induced psychosis is the 
result of increased activity of dopamine (D;) receptors 
(2-5). 

PCP is a weak base (pKa=8.7} and is excreted 
renally (4). Rapid elimination is accomplished by 
acidification of the urine with ascorbic acid. At initial 
doses of 1000 mg intramuscularly, it has been reported 
to be successful (1). 

Thus, coincidentally and independently, ascorbic 
acid and haloperidol have been jointly used in acute 
treatment of PCP psychosis (1). A review of the North 
American and European literature produced no studies 
of a possible interaction of these agents in treating PCP 
psychosis. However, Rebec et al. (6) did report poten- 
tiation of haloperidol activity by ascorbic acid in the 
treatment of amphetamine intoxication in rats. We 
describe here what we believe to be the first reported 
study of possible potentiation of haloperidol by ascor- 
bic acid in PCP psychosis. 
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METHOD 


The subjects were 40 white men between the ages of 
19 and 34 years. All had PCP intoxication. No subject 
included in the study had abused alcohol, amphet- 
amines, barbiturates, benzodiazepines, cocaine, eth- 
chlorvynol, glutethimide, methaqualone, phenothi- 
azines, or tricyclics. This was verified by serum and 
urine analysis. 

All subjects were examined before the initiation of 
treatment (0 minutes) with the Brief Psychiatric Rating 
Scale (BPRS) (7). This scale has been used in previous 
studies of PCP treatment (2, 3, 5). The patients were 
randomly assigned intramuscular doses of haloperidol 
(5 mg), ascorbic acid (1000 mg), haloperidol (5 mg) 
plus ascorbic acid (1000 mg), or placebo. Each of these 
four treatment groups had 10 members. 

Each subject received his randomly assigned treat- 
ment at 0 minutes and 30 minutes. Ratings were 
conducted at 0, 30, and 60 minutes. All ratings were 
conducted by two psychiatry residents who were blind 
to the purpose of the study and the treatment. 


RESULTS 


An intraclass correlation of .95 was obtained for 
interrater reliability (8). Since the interrater agree- 
ments were extremely high for all groups, the ratings 
were averaged for further statistical analysis. The 
mean of the sums of the subjects’ BPRS ratings was 
calculated for each group at each time point; these 
means are presented in table 1. There were no signif- 
icant differences in baseline BPRS ratings among the 
four treatment groups. 

The mean difference between the 60- and 0-minute 
ratings was also calculated for each group. À linear 
relationship among ratings over time was found for all 
four groups. A two-factor analysis of variance was 
performed with these difference scores. The results 
indicated that a significant interaction effect occurred 
with the combined use of haloperidol and ascorbic 
acid (F=19.95, df=1, 36, p<.001). 

The Scheffé procedure was used as a multiple com- 
parison measure. The test showed that the combined 
use of haloperidol and ascorbic acid had the greatest 
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TABLE 1. BPRS Scores of 40 Men With PCP Intoxication Treated With Ascorbic Acid, Haloperidol, a Combination, or Placebo? 




















BPRS Score 
Haloperidol Plus 
Ascorbic Acid Haloperidol Ascorbic Acid Placebo 

Time Mean SD Mean SD Mean SD Mean SD 
0 minutes 4.37 0.20 4.35 0.20 4.37 0.20 4.30 0.20 
30 minutes 431 0.20 3.69 0.30 3.31 0.20 410 0.20 
60 minutes 421 0.20 2.98 0.20 2.9 0.15 3.87 0.15 
Difference between 

60 and 0 minutes -0.16 0.01 —1.37 0.10 -248 0.15 —0.43 0.02 





aN=10 for each treatment. 
bE-19.95, df=1, 36, p.001. 


FIGURE 1. Interaction Effects of Haloperidol and Ascorbic Acid in 
Treatment of PCP Intoxication 
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treatment effect. Haloperidol alone was found to be 
less rapid in action but to produce significant change. 
Placebo alone and ascorbic acid alone formed homo- 
geneous subsets; no significant difference was found 
between these groups. When ranked according to 
mean difference, the ascorbic acid group (mean= 
—0.16) ranked lower than the placebo group (mean= 
—0.43). The multiple classification analysis indicated 
that 73% of the variance was accounted for by the 
combined use of haloperidol and ascorbic acid. The 
interaction effects are summarized in figure 1. 


DISCUSSION 


The addition of ascorbic acid appears to potentiate 
the activity of haloperidol in counteracting PCP’s 
effects. This finding is similar to that obtained with 
amphetamine-intoxicated rats. The actions of PCP and 
amphetamine on dopamine are similar. Both block 
dopamine uptake in striatal synaptosomes (1, 9). Also, 
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both produce ataxia and stereotypy in experimental 
animals (10, 11), and these activities are associated 
with binding to striatal dopamine receptors (3). Sub- 
jectively, PCP is used as a fraudulent substitute for 
amphetamine in the illicit drug trade, since many 
abusers cannot distinguish between the effects of the 
two (1). Therefore, one could speculate that the ob- 
served potentiation of haloperidol by ascorbic acid 
may be extended to treatment of psychoses caused by 
all sympathomimetics. 

In any case, the addition of ascorbic acid does seem 
to potentiate the antipsychotic activity of haloperidol 
in PCP psychosis in human subjects. Some controversy 
exists as to whether ascorbic acid inhibits binding at 
the dopamine receptor (12, 13). It may be that the dose 
of ascorbic acid we employed potentiated the effects of 
haloperidol, since both may operate at the same an- 
tagonist site (13, 14). Alternatively, an antioxidant 
action of ascorbic acid may have decreased the rate of 
enzymatic degradation of haloperidol (6). Ascorbic 
acid alone has also been reported to block ampheta- 
mine activity (12). We observed a similar effect with 
PCP, but ascorbic acid was less effective than the 
haloperidol-ascorbic acid combination or haloperidol 
alone. It may be that ascorbic acid acts as an acidifier. 
In acidifying the urine, ascorbic acid enhances the 
excretion of PCP by reducing the resorption from 
glomerular filtrate (1). The effect of ascorbic acid in 
such cases may be due to one of these actions, a 
combination, or some other mechanism. 

While this study should be considered preliminary, 
the data strongly indicate a definite potentiation of 
haloperidol by ascorbic acid. If later studies support 
our findings, the haloperidol-ascorbic acid combina- 
tion should be stressed for acute PCP intoxication. We 
recommend that researchers also investigate the possi- 
ble utility of this combination in treating other dopa- 
mine-dependent toxic psychoses, including those 
caused by amphetamine and cocaine (15). 
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Survivors of Imprisonment in the Pacific Theater 
During World War II 
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Data were obtained from 41 survivors of 
imprisonment by the Japanese during World War II. 
Interview data suggested that these individuals, 
despite the 40 years that bad passed since their 
prisoner of war experiences, showed manifestations 
of posttraumatic stress disorder, notably a sleep 
disturbance marked by recurrent nightmares. MMPI 
data suggested significant pathology, characterized as 
an anxiety state, in this group. Half of the subjects 
met the full set of DSM-III criteria for posttraumatic 
stress disorder. 

(Am J Psychiatry 1987; 144:1210-1213) 





R eports on the psychopathology of former prison- 
ers of war (POWs) have emphasized the long- 
term effects of stressful experience. Studies comparing 
former POWs with suitable control subjects have 
reported greater frequency of psychiatric illness (1-3) 
among POWs, as well as higher disability ratings (2) 
and significant pathology on neuropsychological and 
psychiatric assessments (4, 5). Psychiatric symptoms 
frequently reported include depression, anxiety, sleep 
disturbance, impaired memory, and social isolation 
(6). There is evidence that duration of captivity ap- 
pears to influence symptom severity (2, 4) and that the 
severity of the stressor, rather than the existence of 
predisposing personality characteristics, is the more 
crucial factor with regard to the development of 
posttraumatic psychiatric syndromes (7). Because 
many POWs have been exposed to physical brutality 
as well as extreme mental stress, the nature of their 
experiences as well as the psychiatric sequelae are in 
many respects similar to those described among survi- 
vors of Nazi persecution (8, 9) and, more recently, 
among survivors of Cambodian concentration camps 
(10). 
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The symptoms characteristic of individuals with 
histories of wartime imprisonment or concentration 
camp experience would now be conceptualized in 
terms of the DSM-III diagnosis of posttraumatic stress 
disorder. DSM-III classifies posttraumatic stress disor- 
der as an anxiety disorder and has established diag- 
nostic criteria for it. The disorder is thought to have 
three major features, including continued reexperienc- 
ing of the traumatic event, reduced social involvement, 
and a number of anxiety-related symptoms, notably 
sleep disturbance. The diagnosis of posttraumatic 
stress disorder is most commonly associated with the 
Vietnam experience, and the establishment of its de- 
scriptive validity has been based mainly on studies of 
Vietnam veterans (11, 12). Related studies have looked 
at concomitant psychopathology (13) in individuals 
with posttraumatic stress disorder, as well as family 
histories of such individuals (14). It is only recently 
that studies involving the diagnosis of posttraumatic 
stress disorder have focused on combat veterans of 
World War II (15) and the Korean conflict (16). 

Several studies of posttraumatic stress disorder have 
used various objective assessment instruments, notably 
the MMPI. An MMPI scale has been developed that 
has been shown to accurately diagnose posttraumatic 
stress disorder (17). Various comparisons have been 
made between Vietnam veterans with or without 
posttraumatic stress disorder; one study (18) reported 
a relationship between both severity of combat expo- 
sure and military adjustment and posttraumatic stress 
disorder, and another (19) reported numerous signifi- 
cant differences between the two groups on the MMPI. 
It has also been noted that veterans diagnosed as 
having posttraumatic stress disorder produced MMPI 
profiles that did not differ significantly from those 
obtained by a random sample of psychiatric patients 
newly admitted to a Veterans Administration (VA) 
facility (19). Perhaps most relevant to the present 
investigation was a study in which the MMPI was 
administered to groups of ex-POWs who served in the 
Pacific theater during World War II (20). The mean 
MMPI profile obtained in that study greatly resembled 
what was found in Vietnam veterans by Fairbank et al. 
(17) and, as will be seen, in our own sample. 

The present study reports on preliminary psychiatric 
findings in a group of veterans, all of whom had fought 
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during World War I in the Pacific theater, mainly in 
the battles of Bataan and Corregidor. These defenders 
of Bataan and Corregidor were all captured and held 
prisoner by the Japanese for over 3% years. It is 
well-known that POWs in the Pacific theater during 
World War II typically experienced extremely inhu- 
mane and brutal treatment. The individuals in this 
study have provided numerous accounts of such expe- 
riences. All but two of them participated in the 1942 
Bataan Death March and were transported to Japan in 
what are described as “hell ships” to work in mines 
and factories. The two who were not on the Bataan 
Death March were captured later but were also im- 
prisoned in Japan for lengthy periods. It has been 
recorded that of the 35,000 servicemen captured by 
the Japanese, only 22,000 survived and returned home 
to the United States. 

These individuals came to our attention primarily 
because of recent legislation that, among other bene- 
fits, entitled them to a comprehensive general medical 
and psychiatric evaluation, to be accomplished by the 
VA. On psychiatric evaluation, these subjects almost 
universally reported psychiatric symptoms strongly 
suggestive of certain aspects of chronic posttraumatic 
stress disorder. Most prominent among the symptoms 
was sleep disturbance, manifested largely by recurrent 
dreams of the event. Many subjects also reported 
persistent flashbacks, hyperalertness, and sensitivity to 
events and stimuli that reminded them of their experi- 
ences as POWs. The subjects’ reports were of particu- 
lar interest, since it was some 40 years after their 
liberation when they were examined, and the symp- 
toms apparently had persisted for all of that time. 
Nevertheless, after their liberation these individuals 
typically maintained successful careers and stable fam- 
ily lives. Many of them are now retired after many 
years of steady employment. They therefore constitute 
a group with significant psychopathology but with 
sufficient personal resources to cope with it, and they 
live relatively normal lives from the point of view of 
work and family considerations. 


METHOD 


The sample consisted of 41 defenders of Bataan and 
Corregidor. Their meantSD age was 64.5643.55 
years, and they had a mean of 12.20+2.53 years of 
education. They were all community dwellers who 
came to a VA facility as participants in a comprehen- 
sive evaluation service established for ex-POWs. None 
of them required current hospitalization for medical or 
psychiatric illness, nor did many of them have signifi- 
cant medical or psychiatric histories except for the 
immediate sequelae of their experience as prisoners. 
Thus, some of them had histories of malaria, various 
malnutrition syndromes such as beriberi, and related 
disorders. While some subjects had complaints, most 
of which were somatic in nature, very few had sought 
psychiatric treatment. 
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TABLE 1. Psychosocial Characteristics of Former Wor'd War H 
Prisoners of War 





Subjects With 
Characteristic 








Available 

Characteristic N N 26 
Criminal record 38 2 5.3 
Current problem drinking 38 8 21] 
Prior history of problem 

drinking or substance abuse 37 6 16.2 
Marital status? 37 

Currently married 27 73.0 

Widowed and remarried 3 8.1 

Divorced and remarried 3 8.1 

Widowed 2 5.4 

Divorced 2 5.4 
Number of divorces 37 

None 32 86.5 

One 4 10.8 

Two 1 2.7 
Employment status" 37 

Currently working 10.8 

Retired 31 83.8 

Discharged 2 5.4 





,Mean*SD years of marriage 36.87 ::6.51. 
ÞMean+SD years of employment=30.58+4.99. 


As part of the evaluation, each subject was given a 
semistructured psychiatric interview and the MMPI. 
The interview was conducted by a Board-certified 
psychiatrist and was directed primarily toward elicita- 
tion of any symptoms of posttraumatic stress disorder 
and related disorders. The psychiatric interview proto- 
cols were reviewed, and the subjects were rated for 
each of the criteria for posttraumatic stress disorder 
listed in DSM-III (e.g., recent and intrusive recollec- 
tions of the event). These criteria were rated as present 
or absent. The sample's mean MMPI profile was also 
computed. Psychosocial data were collected during the 
psychiatric interview and also through examination of 
records and follow-up contacts with subjects when 
additional information was required. The aim of the 
evaluation was to determine the extent to which 
subjects were living normal, productive lives despite 
the POW experience and subsequent psychopathology. 
The information obtained by interview, record review, 
or follow-up contact was categorized with regard to 
history of psychiatric treatment, history of criminality, 
problem drinking or other substance abuse, and work 
and marital histories. 


RESULTS 


The psychosocial data are summarized in table 1. 
With regard to history of psychiatric treatment, none 
of the eight inpatient hospitalizations was for a psy- 
chiatric reason. All but six of the subjects had had 
some outpatient treatment, but in 21 cases, this treat- 
ment was given after the subject was called in for the 
ex-POW examination and was specifically recom- 
mended because of the findings noted on psychiatric 
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TABLE 2. Symptoms of DSM-III Posttraumatic Stress Disorder 
Among 32 Former World War I! Prisoners of War 








Subjects 

Symptom N 26 
Sleep disturbance 31 96.9 
Recurrent dreams of the event 30 93.8 
Recurrent and intrusive recollections of the event 23 71.9 
Feeling of detachment or estrangement from 

others 20 62.5 
Memory impairment or trouble concentrating 19 59.4 
Intensification of symptoms by exposure to 

events that symbolize or resemble the 

traumatic event 12 37.5 
Hyperalertness or exaggerated startle response 7 21.9 
Sudden acting or feeling as if the traumatic event 

were recurring 8 25.0 
Avoidance of activities that arouse recollection 

of the traumatic event 7 21.9 
Guilt about surviving or about behavior required 

for survival 6 18.8 
Constricted affect 5 15.6 
Markedly diminished interest in one or more 

significant activities 3 9.4 








evaluation. Mean+SD years of outpatient treatment 
were 3.89+5.28 (N=37). Only three subjects reported 
a lengthy history of outpatient treatment. Very few of 
the subjects had criminal records. A total of 14 sub- 
jects (34%) had a history of problem drinking; only 
eight of them (20%) were drinking at the time of the 
evaluation. In no case was severity of problem drink- 
ing sufficient to interfere with social or occupational 
functioning, nor did any of the subjects have current 
DSM-III diagnoses of alcohol abuse or dependence. 
There were no other forms of active substance abuse 
found in the sample. One subject had been addicted to 
morphine in the past but had resolved the addiction by 
the time of our evaluation. E 
The psychiatric interview data are presented in 
terms of the criteria for posttraumatic stress disorder 
listed in DSM-III (see table 2). It will be noted that not 
all of the subjects manifested the full syndrome; only 
half of them met the full set of criteria required for a 
diagnosis of posttraumatic stress disorder. However, 
most reported recurrent recollections of their period of 
imprisonment and a sleep disturbance manifested by 
nightmares involving their imprisonment experience. 
Most of them reported interpersonal detachment and 
memory and concentration difficulties. Very few sub- 
jects reported constricted affect or loss of interest in 
significant activities. This pattern is quite consistent 
with the social histories of most subjects in that they 
tended to be involved, active people for most of their 
lives. The memory and concentration difficulties may 
be largely attributable to aging, and, indeed, several of 
them reported what appeared to be age-related mem- 
ory problems. In summary, as a group they appeared 
to maintain the emotional sequelae, but not some of 
the active symptoms (e.g. hyperalertness, survivor 
guilt, and acting as if the traumatic event was actually 
recurring), of their imprisonment experierice. Sleep 
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FIGURE 1. MMPI Profiles for Former World War I1 Prisoners of War 
in Two Studies 
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disturbances were almost universal among the sub- 
jects. ; 
. The sainple's mean MMPI profile is presented in 
figure 1. It is characterized by elevations on the 
hypochondriasis, depression, and hysteria scales, the 
combination of which suggests the presence of a 
pronounced anxiety state with depressive features. We 
álso conducted an examination of individual MMPI 
items and found that items endorsed by more than half 
of the subjects related to sleep disturbance (e.g., “I 
have nightmares every few nights") and somatic con- 
cerns (e.g., “I seldom worry about my health" [an- 
swered “‘false”’]). These results are comparable to those 
of Klonoff et al. (20), who administered the MMPI to 
groups of ex-POWs who had served in the Pacific 
theater during World War Il. Their evaluation was 
done approximately 10 years before ours, and so their 
subjects were in their 50s at the time of testing. 
Nevertheless, it seemed useful to compare our data 
with theirs, so the mean MMPI profile for their 
subjects is also presented in figure 1. 


DISCUSSION 
This preliminary, descriptive study of survivors of 


lengthy imprisonment under extremely stressful condi- 
tions appears to have produced a number of possibly 
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important findings. First, despite the passage of about 
40 years since the traumatic experience, most of the 
individuals studied continued to have symptoms ap- 
parently related to it. The most common of these 
symptoms were flashbacks or recurrent memories of 
the experience and a sleep disturbance manifested by 
nightmares with themes revolving around the period of 
imprisonment. Several of the subjects phrased the 
matter in terms of never having had a good night’s 
sleep since they were liberated. The symptom pattern 
bears some resemblance to the DSM-III description of 
posttraumatic stress disorder, but half of the subjects 
did not appear to have the full syndrome. 

The MMPI data revealed that these individuals 
generally had great concern for their physical health, a 
characteristic that is not a component of posttraumatic 
stress disorder. At least to some extent, this concern 
may be realistic. Many of these individuals developed 
various nutritional, infectious, and orthopedic disor- 
ders during their period of imprisonment and were 
possibly realistically concerned about long-term con- 
sequences. In addition, some, but not the majority, of 
the subjects suffered from the more classic symptoms 
found in ex-POWs and individuals with posttraumatic 
stress disorder, such as hyperalertness, survivor guilt, 
and the reliving of certain aspects of their war experi- 
ences when exposed to similar events. For example, 
some of them reported becoming distressed when they 
saw war movies or were in the presence of Orientals. 

Perhaps of greatest interest is that while these indi- 
viduals provided both historical and psychometric 
evidence of significant psychopathology, comparable 
in some respects to Vietnam veterans with posttrau- 
matic stress disorder, they nevertheless lived relatively 
successful and effective lives, albeit with the discom- 
forts and limitations imposed by their disorder. The 
only major adjustment difficulty found was that about 
a third of the subjects had some history of problem 
drinking. Thus, while perhaps demonstrating the real- 
ity of the diagnosis of posttraumatic stress disorder, 
the data suggest that at least a form of the disorder is 
characterized more by internalized anxiety than by the 
more well-known acting out characteristics of some 
forms of posttraumatic stress disorder. 
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Increased Adrenal Weight in Victims of Violent Suicide 


Katerina Dorovini-Zis, M.D., F.R.C.P.(C), and Athanasios P. Zis, M.D., F.R.C.P.(C) 








Adrenal weight was significantly higher in 16 
victims of violent suicide than in 10 subjects who 
died suddenly from other causes. Since 
approximately half of suicide victims are depressed, 
these results support an association between 
depression and hypertrophy of the adrenal cortex. 

(Am J Psychiatry 1987; 144:1214—1215) 


S ince the original observation by Gibbons (1) nearly 
a quarter of a century ago, several studies have 
documented that a substantial number of depressed 
patients hypersecrete cortisol. It has been hypothesized 
(2) that a hypothalamic-limbic system disturbance 
resulting in hypersecretion of ACTH is responsible for 
the hypercortisolemia present in depression. The adre- 
nal cortisol response to ACTH is believed to remain 
essentially normal (3). This assumption is supported 
by the fact that most, but not all, of the earlier studies 
reported no change associated with depression in the 
adrenal cortisol response to ACTH (3). In a more 
recent study (4), however, the administration of an 
intravenous bolus of cosyntropin (ACTHa;.24) caused 
significantly higher cortisol concentrations and earlier 
peak responses in patients with endogenous depression 
than in normal subjects. Consistent with these results 
is the observation that depressed patients show a 
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proportionally greater cortisol response to a given 
amount of ACTH released during stimulation with 
corticotropin-releasing factor than do normal control 
subjects (5). To explain these observations, it has been 
suggested (5) that there is a progressive anatomical and 
functional hypertrophy of the adrenal cortex in re- 
sponse to chronic hyperstimulation by ACTH during 
the course of depression. We report here data consist- 
ent with this hypothesis. 


METHOD 


The experimental material consisted of adrenal 
glands taken at the time of autopsy from 16 subjects 
who committed violent suicide and died immediately 
between March 1, 1986, and Oct. 31, 1986. The group 
included 12 men and four women, and their mean x SD 
age was 43.7+16.2 years. The methods of suicide were 
jumping (N=7), hanging (N=4), shooting (N=4), and 
suffocation (N=1). 

The control material consisted of the adrenal glands 
taken at the time of autopsy from 10 individuals who 
had died suddenly from violent or natural causes over 
the same period of time. They included six men and 
four women aged 44.0+17.1 years. Subjects with a 
known history of psychiatric illness were excluded 
from this group. The causes of death were motor 
vehicle accident (N=4), other trauma (N=2), ruptured 
berry aneurysm (N=2), and acute coronary insuffi- 
ciency (N=2). 

After removal of the adrenal glands from the body, 
the surrounding fat was carefully cut away from the 
capsule, each adrenal gland was separately weighed, 
and the combined weight of both glands was recorded. 
The cause of death was recorded independently of the 
adrenal weight measurement and was taken from the 
completed autopsy report. Potential subjects with se- 
vere, protracted, or debilitating illness were excluded 
from the study. 
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RESULTS 


The mean+SD combined weight of both adrenal 
glands was significantly higher for the suicide group 
(9.77+1.74 g) than for the control group (7.74+0.82 
g) (t=4.05, df=22.75, p«.001; t test for unequal 
variance, two-tailed). There was considerable varia- 
tion in the adrenal weight of the subjects who had 
committed suicide: the combined weight of both adre- 
nal glands of four subjects was greater than 11 g, 
whereas in another four subjects it was less than 8 g. 
The combined weight in nine suicide victims, however, 
was greater than the highest value obtained in the 
control group. There was no relationship between 
adrenal weight and age at death (r=.00, df=25, n.s.), 
nor was there a significant difference in adrenal weight 
between men and women (t=1.26, df=24, n.s.). The 
relationship between adrenal and total body weight 
was not statistically significant (r=.36, df=23, n.s.), 
nor was there a significant difference in total body 
weight between the suicide (N=15) and control (N=9) 
groups (meantSD-73.0:3:12.8 and 71.6+10.8 g, re- 
spectively). 


DISCUSSION 


To our knowledge, an increase in the adrenal weight 
of suicide victims has not been documented before. 
This observation, although of considerable interest, is 
from our preliminary work in this field. At this stage 
we did not conduct a post-mortem review of each 
subject's psychiatric history but limited our investiga- 
tion to a review of the autopsy reports. The informa- 
tion in many cases was not complete or reliable enough 
to warrant a statement regarding the presence and 
duration of specific psychiatric syndromes before the 
suicide. Therefore any conclusions regarding an asso- 
ciation between depression and increased adrenal 
weight must be considered tentative. 

The average weight of an adrenal gland from a 
normal adult is approximately 4.0 g. This figure is 
based on the careful examination of adrenal glands 
from adults who died suddenly without prior illness (6, 
7). Nearly 90% of the gland’s weight is accounted for 
by the cortex. No significant differences in the mean 
weights of the left and right glands have been recorded. 
Adrenal weight does not appear to be affected by body 
weight, sex, or age (6-8). In view of the observation 
that the average adrenal weight of patients undergoing 
adrenalectomy for metastatic breast carcinoma is also 
approximately 4.0 g, significant physiological enlarge- 
ment is considered to occur only during severe and/or 
prolonged stress (6, 7). 
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It has been estimated by careful post-mortem psy- 
chiatric investigations that most of the subjects who 
commit suicide are mentally ill (9, 10). Of those with 
psychiatric disturbances, 40% to 60% suffer from 
depression (9, 10). It is plausible that the proportion of 
mentally ill subjects in our sample was similar to that 
reported in the literature. Considering that none of our 
subjects was suffering from a severe, protracted, or 
debilitating physical ailment at the time of death, we 
also assume that the observed increase in adrenal 
weight in our suicide group is largely accounted for by 
the preexisting psychiatric morbidity. This is compat- 
ible with the well-established phenomenon of progres- 
sive hypertrophy of the adrenal gland during chronic 
stress (6, 7). Our results are also consistent with 
reports of an exaggerated adrenal cortisol response to 
exogenous or endogenous ACTH in depressed patients 
(4, 5) and with the hypothesis that during the course of 
depression there is a progressive functional and ana- 
tomical hypertrophy of the adrenal gland in response 
to chronic hyperstimulation by ACTH (5). The ob- 
served variability in the adrenal weight of suicide 
victims could be the result of differences in the nature 
and duration of the psychiatric morbidity preceding 
the suicide. Since, however, we did not conduct a 
post-mortem psychiatric investigation and did not 
consider the data in the autopsy report sufficient to 
ascertain a psychiatric diagnosis, this remains to be 
shown. 
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Increased Ventricle-to-Brain Ratio in Late-Onset Schizophrenia 


Peter Rabins, M.D., M.P.H., Godfrey Pearlson, M.B.B.S., Geetha Jayaram, M.D., 
Cynthia Steele, R.N., and Larry Tune, M.D. 





For 29 patients with schizophrenia that began 
after age 44, the mean ventricle-to-brain ratio was 
significantly higher than for 23 age-matched normal 
subjects but significantly smaller than for 23 patients 
with Alzheimer’s disease and hallucinations or 
delusions. 

(Am J Psychiatry 1987; 144:1216—1218) 


he finding that a subgroup of schizophrenic pa- 

tients have enlarged ventricles according to CAT 
head scans was first reported by Johnstone et al. (1) 
and has been widely replicated (1, 2). Most of the 
subjects in these studies had clinical onsets before age 
45, in part because one DSM-III criterion excludes a 
diagnosis of schizophrenia if the symptoms began after 
age 44. 

The basis for limiting the diagnosis of schizophrenia 
to cases with onsets before age 45 is not clear. While it 
is well established that the median age at the onset of 
treated schizophrenia is 15—24 years for males and 25— 
34 years for females (3) and that the incidence drops 
off sharply after age 45 even when late onset is not 
excluded (3), many studies (4-7) have demonstrated 
similarities in phenomenology, course, and treatment 
response between the early- and late-onset conditions. 
To our knowledge, no study has examined ventricular 
size in late-onset schizophrenia. 


METHOD 


All charts of patients aged 60 and older who were 
hospitalized with hallucinations and/or delusions and 
were admitted to the Henry Phipps Psychiatric Clinic 


Presented at the 139th annual meeting of the American Psychiatric 
Association, Washington, D.C., May 10-16, 1986. Received June 
23, 1986; revised Nov. 17, 1986, and March 9, 1987; accepted May 
8, 1987. From the Department of Psychiatry and Behavioral Sci- 
ences, Johns Hopkins University School of Medicine, Baltimore. 
Address reprint requests to Dr. Pearlson, Meyer 3-166, 600 North 
Wolfe St., Baltimore, MD 21205. 

Supported in part by grant MH-00505 from NIMH, grant 
AG-05146 from the National Institute on Aging, grant RR-00722 
from the NIH Division of Research Resources to the Johns Hopkins 
Outpatient Department Clinical Research Center, by the T. Rowe 
and Eleanor Price Foundation, and by the Barnes Fund. 

Copyright © 1987 American Psychiatric Association. 


1216 


between January 1983 and February 1986 were re- 
viewed. We identified 29 individuals who 1) met the 
DSM-III criteria for schizophrenia except for onset 
after age 44 and 2) each had a nonenhanced CAT head 
scan with either a Siemens Somatom DR-3 (N=10) or 
AS&E scanner (N=19). The slices were 8 mm thick at 
0° to the supraorbitomeatal line. No CAT scan showed 
evidence of stroke, focal change, or a space-occupying 
lesion. The ventricle-to-brain ratio (VBR) was deter- 
mined on the cut passing through the widest portion of 
the bodies of the lateral ventricles with a computer- 
driven digitizing planimeter (8). 

Each subject was cognitively normal at the time of 
scan and had a Mini-Mental State examination score 
higher than 24. Subjects were excluded if they had 
histories of alcohol or drug abuse, hypertension, ster- 
oid treatment, significant head trauma, or other diag- 
nosable mental disorders. Descriptive information was 
obtained from the standardized chart information 
sheet described elsewhere (2). Of the 29 patients with 
late-onset schizophrenia, 26 (90%) were female and 
three were male. Their current mean+SD age was 
73.0+7.4 years, and their age at the onset of symp- 
toms was 66.4+10.1 years. Sixteen patients (55%) 
were black. Nine (31%) each had at least one of 
Schneider’s first-rank symptoms. All subjects were 
being treated with neuroleptic drugs, and 25 (86%) 
were described by their clinicians as having partial or 
full responses. Twelve (41%) each had one or more 
documented clinically significant visual or auditory 
impairment. These 29 patients were compared with 41 
patients with similar symptoms who also met the 
DSM-III criteria for schizophrenia except onset after 
age 44 and were treated during the same period of time 
but did not undergo CAT head scans. This group had 
a similar age at onset (62.4+10.7 years; t=1.55, 
df=68, n.s.), percentage of female subjects (83%; 
x’=0.62, df=1, n.s.), and prevalence of sensory im- 
pairment (24%; x?—2.27, df=1, n.s.). 

A comparison group of 23 age-appropriate normal 
subjects was constructed from 153 screened individu- 
als who were neurologically and cognitively normal. 
The comparison subjects were aged 60—83 years and 
were referred to in a previous publication (8). They 
had none of the exclusionary criteria already listed. As 
described previously (8), 40 of the 153 normal subjects 
were scanned with the AS&E scanner and 113 had scans 
with the Siemens machine. According to analysis of 
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TABLE 1. Ventricle-to-Brain Ratio (VBR) and Age of Normal Sub- 
jects, Patients With Late-Onset Schizophrenia, and Patients With 
Alzheimer's Disease and Hallucinations or Delusions 





Age (years) VBR (%) 

Group N Mean SD Mean SD 
Normal contro! subjects 23 7241 64 &6 52 
Patients with late-onset 

schizophrenia 29 73.0 74 13.37 34 
Patients with probable 

Alzheimer's disease and 

hallucinations or delusions 23 — 71.9 5.7 17.55 5.0 





"Significantly different from VBR of normal subjects (t=4.75, 
df=50, p<.001) or Alzheimer’s disease patients (t=4.16, df=50, 
p<.001) (post hoc Scheffé tests). 

bsignificantly higher than VBR of normal subjects (t=8.90, df=44, 
p<.001; post hoc Scheffé test). 


variance (ANOVA), scanner type had no effect on 
VBR (8). 

A second comparison group consisted of 23 age- 
matched patients with probable Alzheimer’s disease; 
they were diagnosed according to the criteria of the 
National Institute of Neurological and Communica- 
tive Disorders and Stroke and the Alzheimer’s Disease 
and Related Disorders Association, and each had a 
Mini-Mental State score lower than 24. They attended 
the Johns Hopkins Department of Psychiatry 
Dementia Research Clinic and were determined by the 
examining psychiatrist to have coexisting hallucina- 
tions and/or delusions. These individuals were scanned 
with the same AS&E (N=10) or Siemens (N=13) 
machines and the same scan variables. No difference in 
VBR (%) between the two scanners was seen in the 
current group (18.3+4.3 and 16.6+4.4, respectively; 
t=0.91, df=27, n.s.). 

Informed consent was obtained from all subjects 
except for the Alzheimer’s disease patients. For that 
group, informed consent was given by family members 
when the patient was unable to consent. 


RESULTS 


There were no significant differences in age among 
the three groups. An ANOVA revealed statistically 
significant differences for the main effect of group 
(diagnosis) on VBR (F=44.3, df=72, 2, p<.01). As 
can be seen in table 1, the schizophrenic group had 
ventricles larger than those of the age-appropriate 
normal subjects but smaller than those of the Alzheim- 
er's disease patients with delusions or hallucinations. 
Of the 29 late-onset schizophrenic subjects, 25 had 
VBRs higher than the mean for the age-matched 
normal cohort. Four (14%) of the schizophrenic pa- 
tients exceeded previously calculated decile-matched 
normal values (8) by two or more standard deviations. 
The mean VBR of the 23 age-appropriate normal 
subjects was significantly lower than that of the late- 
onset schizophrenic sample (see table 1). There was no 
significant difference in VBR (%) between the late- 
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onset schizophrenic patients examined with the AS&E 
scanner (13.62.52) and those examined with the 
Siemens scanner (12.943.4) (£20.63, df=27, n.s.). We 
therefore felt justified in combining the data obtained 
with the two scanners. 


DISCUSSION 


This study demonstrates that patients whose schiz- 
ophrenia began after age 44 have a mean VBR that is 
higher than that of age-matched normal subjects but 
lower than that of age-matched demented individuals. 
Increased VBR is a nonspecific marker with a variety 
of possible etiologies, including birth trauma, degen- 
erative brain disease, and neuroleptic use. However, 
since the ratio of the VBR of the late-onset schizo- 
phrenic patients to the VBR of the age-appropriate 
normal subjects was 1.55, similar to the ratio of 1.56 
fourid for younger schizophrenic patients and age- 
appropriate normal subjects (9), we believe it unlikely 
that this difference in the schizophrenic patients was a 
manifestation of an early progressive dementia of the 
Alzheimer type. However, that possibility cannot be 
ruled out because we do not have systematic long-term 
follow-up data on all patients. However, previous 
follow-up studies (4, 10) have not found a progression 
to dementia. 

This study did not address the question of why these 
individuals develop schizophrenia late in life. Many 
authorities (6) suggest that schizophrenia has multiple 
causes, and it remains possible that the late- and 
early-onset disorders have different etiologies. Indeed, 
many studies (4—7, 10) have found less genetic loading, 
more hearing loss, and a higher proportion of females 
among the late-onset group. Prospective longitudinal 
studies of early- and late-onset cases could identify 
factors that délay onset (6), but most studies, including 
the present one, have been retrospective. 

Much of the skepticism about the existence of 
late-onset schizophrenia comes from its low preva- 
lence. In our previous study (7), late-onset schizophre- 
nia was diagnosed in only 2.796 of admitted psychiat- 
ric patients over age 44. Nonetheless, further study of 
this uncommon disorder may provide insight into the 
causes and underlying neurobiology of schizophrenia 
whatever the age at onset. 
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Association of Elevated Plasma Anticholinergic Activity 
With Delirium in Surgical Patients 


Ronald C. Golinger, M.D., Theresa Peet, B.A., and Larry E. Tune, M.D. 





In a surgical intensive care unit, plasma 
anticholinergic activity was significantly higher in 
nine delirious patients than in 16 patients without 
delirium. The delirium may bave been related to 
medications that are known to be associated wth 
delirium andlor anticholinergic activity. 

(Am J Psychiatry 1987; 144:1218—1220) 





D elirium is prevalent among hospitalized patients 
and is often unrecognized by physicians (1, 2). 
Among medical and oncology patients, it is associated 
with a high mortality rate (3, 4), and it probably 
contributes considerably to morbidity as well as to 
mortality among surgical patients (5). Psychiatric eval- 
uation of hospitalized surgical patients seen in consul- 
tation at our institution revealed that delirium was 
present in 20.7% of them (6). A study of postcardiot- 
omy delirium revealed a strong relationship between 
serum anticholinergic activity and cognitive impair- 
ment (7). 

In the present study, we determined the presence of 
delirium among patients in a surgical intensive care 
unit, estimated the risk of delirium by using the 





Received May 16, 1986; revised Dec. 5, 1986, and April 13, 1987; 
accepted May 8, 1987. From the Department of Psychiatry and 
Behavioral Sciences, the Johns Hopkins University School of Medi- 
cine; and the Johns Hopkins Hospital. Address reprint requests to 
Dr. Golinger or Dr. Tune, General Hospital Psychiatry, Osler 320, 
the Johns Hopkins Hospital, 600 North Wolfe St., Baltimore, MD 
21205. 

Copyright © 1987 American Psychiatric Association. 


1218 


drug-risk number developed by Summers (8), and 
measured plasma anticholinergic activity. 


METHOD 


Mental status examinations were given by one of us 
(R.C.G.) to 25 patients in the surgical intensive care 
unit over a 3-month period. Patients were studied on 
four separate mornings, approximately 3 weeks apart, 
to ensure a representative sample. Examinations were 
done for all patients who were present in the unit 1) 
who had not been previously interviewed, 2) who 
had not received general anesthesia during the preced- 
ing 24 hours, 3) from whom blood samples had been 
obtained within 4 hours before the mental status 
examination as part of routine arterial blood gas 
monitoring, and 4) who were alert enough to respond 
to verbal communication. There were 18 men and 
seven women in the study; their average age was 58.1 
years (range 29—76 years). Twenty-four patients had 
had major surgical operations (10 cardiac, four gas- 
trointestinal, four vascular, one genitourinary, two 
renal transplant, one thoracic, and two other) before 
admission to the surgical intensive care unit. The 
remaining two patients were admitted for nonsurgical 
treatment of inflammatory conditions. 

The presence or absence of delirium was determined 
after mental status examination according to DSM-III 
criteria. 

Blood was placed in sterile collection tubes contain- 
ing lithium heparin. Assay for plasma anticholinergic 
activity was performed on each sample by a radio- 
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TABLE 1. Drug Doses Used in Calculating Risk of Delirium in 
Surgical Patients 





Level 2 Dose 
Drug Range (mg/day)* 


Class 1 (known synergistic effect with 

anticholinergic agents, but not known 

to be a direct cause of delirium) 0 
Class II (known to cause delirium but 

currently not documented to have CNS 

anticholinergic properties) 





Acetylsalicylic acid 1800-6000 
Codeine 60-180 
Dexamethasone 0.5-20 
Digoxin 0.125-0.375 
Dopamine 
Hydralazine 100-200 
Hydrocortisone* 100-1200 
Hydroxyzine 100—400 
Labetalol* 400—800 
Methylprednisolone* 448 
Nitroprusside 
Prednisolone* 5-60 
Prednisone 5-60 
Procainamide 2000—4000 
Propranolol 40—160 
Ranitidine* 100-300 
Class III (known to cause delirium reversed 
by CNS active anticholinesterases or 
known to have CNS anticholinergic effect 
and to cause delirium 
Diazepam 5-20 
Diphenhydramine 125-250 
Meperidine 200—900 
Morphine sulphate 25-50 
Nortriptyline 25-50 
Phenobarbital 100-320 
Triazolam* 0.5-1 





*Dose that would have a therapeutic effect for 24 hours, according 
to Summers (8). 

When infused as a continuous intravenous "drip," dose was not 
accurately calculated but, rather, was considered to be at level 2. 
*Drug not listed by Summers (8). Class and level 2 dose decided by 

the authors on the basis of information in reference 10. 


receptor method that has been previously described (7, 
9). 
The total doses of all medications administered to 
each patient during the 24 hours before the mental 
status examintion were then used to calculate a drug- 
risk (for delirium) number according to the method of 
Summers (8). In this method, drugs that may be 
associated with production of delirium are assigned to 
one of three classes (see table 1). Dose level numbers 
are assigned according to the following criteria: dose 
level 1 indicates a dose range that would not have a 
therapeutic effect for a 24-hour period, dose level 2 is 
a range that would have a therapeutic effect for a 
24-hour period, and dose level 3 exceeds that. For each 
drug administered to a patient in the preceding 24 
hours, a drug-risk number is calculated as the product 
of the class of drug and the dose level. For example, 
morphine sulfate is a class III drug with a level 2 dose 
ranging from 25 to 50 mg. Thus, if 70 mg of morphine 
sulfate were administered in 24 hours, the drug-risk 
number for this drug would be 9 (IIIx3). The total 
drug-risk number for each patient is the sum of the 
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drug-risk numbers of all drugs received. Summers 
found, in his prospective study (8), that higher total 
drug-risk numbers were more likely to be associated 
with development of delirium than were lower ones. 


RESULTS 


Nine of the 25 patients (36.096) were clinically 
diagnosed as delirious. The average age of delirious 
patients was 60.0 years (range—29—74 years), and that 
of the nondelirious patients was 57.0 years (range= 
29—76 years). The proportions of men were similar for 
the two groups (77.7% of the delirious patients and 
68.8% of the nondelirious group). The mean SD level 
of anticholinergic activity for the delirious patients was 
4.67 3.3 ng/ml atropine equivalents, which was sig- 
nificantly higher than that for the nondelirious pa- 
tients, which was 0.812: 1.0 ng/ml atropine equivalents 
(t=3.46, df=9, p=.007, Student's t test for unequal 
variance, two-tailed). The mean X SD drug-risk number 
was higher for delirious patients (12.0+9.2) than for 
the nondelirious group (8.3+6.4), but this difference 
did not attain statistical significance (t=1.1, df=12, 
p=.3, Student's t test for unequal variance, two- 
tailed). 


DISCUSSION 


Our study demonstrates that the presence of delir- 
ium in critically ill surgical patients is significantly 
associated with high plasma anticholinergic activity as 
determined by radioreceptor assay. Delirium tends to 
be related to the administration of large amounts of 
medication known to be associated with delirium, as 
predicted by the drug-risk number. 

One advantage of serum or plasma measurements is 
that the anticholinergic effects of pharmacologically 
active metabolites as well as combinations of drugs 
with subtler, heretofore unknown anticholinergic ac- 
tivity can be accounted for. This may explain why 
there was a stronger relationship of the clinical diag- 
nosis of delirium to anticholinergic levels than to the 
drug-risk number. 

The sample of patients seems to have been repre- 
sentative of patients in the surgical intensive care unit. 
Mental status examinations were made without prior 
knowledge of medications received by the patients or 
of plasma anticholinergic activity. All drug levels were 
determined after the mental status examination was 
done. Thus, it appears likely that the associations 
demonstrated in the study do not reflect observer bias. 

It is important to note that it was possible to 
determine the mental status of all patients in the unit 
who met the criteria for study. By mental status 
examination alone, we could define a group of patients 
who tended to have high plasma anticholinergic activ- 
ity. Although the etiologies of the delirious states we 
observed are complex, our data suggest that determi- 
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nation of anticholinergic activity may be a useful 
means of assessing drug intoxication and that the 
administration of medication with anticholinergic ac- 
tivity may contribute significantly to the pathogenesis 
of delirium. This study supports the belief that the 
mental states of patients in critical care units should be 
monitored carefully and that abnormalities which sug- 
gest delirium should lead to a careful review of medi- 
cations that might be contributing to the delirium. The 
role of determinations of serum or plasma anticholin- 
ergic activity levels merits further consideration. 
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Profound Hypoglycemia With the Addition of a Tricyclic 
Antidepressant to Maintenance Sulfonylurea Therapy 


Bev L. True, Pharm.D., Paul J. Perry, Ph.D., and Elizabeth A. Burns, Ph.D. 





Cases of profound hypoglycemia after the 
initiation of tricyclic antidepressant therapy in two 
patients taking sulfonylureas are described. To the 
authors’ knowledge, this is the first report of a 
potential drug interaction between tricyclic 
antidepressants and sulfonylureas. 

(Am J Psychiatry 1987; 144:1220—1221) 








S ulfonylureas interact with several classes of drugs, 
causing alterations in blood glucose levels. Reports 
of drug interactions involving sulfonylureas and 
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psychotropic agents have been limited to monoamine 
oxidase inhibitors (MAOIs) and dopamine antagonists 
(1). Reversible glucose intolerance with the dopamine 
blockers loxapine and amoxapine has been reported 
(2). Although the mechanism is not known, it has been 
postulated that dopamine may inhibit insulin secre- 
tion. In contrast, hypoglycemia occurs when sulfonyl- 
ureas are used with an MAOI in diabetic subjects (3, 
4). Mechanisms proposed for this interaction include 
1) chronic administration of an MAOI, causing tissue 
depletion of catecholamines and failure of the normal 
homeostatic compensatory adrenergic response to 
hypoglycemia, and 2) adrenergic receptor antagonism 
(1, 3, 4). No significant effect on blood glucose occurs 
in nondiabetic subjects (3). 

To our knowledge, this article is the first to report 
the occurrence of hypoglycemia in a patient when a 
tricyclic antidepressant was added to chronic sulfo- 
nylurea therapy. 


Am I Psychiatry 144:9. Sehtember 1987 


CASE REPORTS 


Case 1. Ms. A, a 71-year-old white woman with type II 
diabetes mellitus, was started on a regimen of 25 mg/day of 
doxepin for major depressive disorder. Within 1 week her 
dose of doxepin was increased to 50 mg/day. Eleven days 
after starting doxepin she was brought to the emergency 
room in an unresponsive state. No seizure activity, inconti- 
nence, dysphagia, or overdose was reported by her live-in 
caregiver, nor had she ingested alcohol or drugs known to 
interact with sulfonylureas. 

On admission Ms. A was oriented and afrebile and had 
normal vital signs. The results of a neurological examination 
were normal. Levels of electrolytes, WBC, hematocrit, BUN, 
and serum creatinine level were all within normal limits. Her 
blood glucose level was 75 mg/dl. Her medications included 
1 g/day of tolazamide (with 500 mg taken 12 hours before 
admission), 75 mg/day of doxepin, digoxin, furosemide, and 
potassium chloride. Twelve hours after admission, Ms. A 
was found to be unresponsive, with a blood glucose level of 
35 mg/dl. She was given dextrose, fluids, and electrolytes and 
improved. On her 4th hospital day, tolazamide was restarted 
at the reduced dose of 100 mg/day. Her fasting blood glucose 
level at discharge was 163 mg/dl. She continued to take 
doxepin, 75 mg/day, and tolazamide, 100 mg/day, after 
discharge and did not experience any further hypoglycemic 
episodes. 

Before her admission, there had been no record of a fasting 
blood glucose level less than 200 mg/dl for 5 years. Because 
she had refused insulin, Ms. A had been maintained on 1 g/ 
day of tolazamide, with poor control of blood glucose (i.e., a 
level of 300—400 mg/dl) since a below-the-knee amputation 
6 months before the current admission. Before the amputa- 
tion she had received 3 g/day of tolbutamide for 3 years, and 
her blood glucose levels had been in the 300—400 mg/dl 
range. 


Case 2. Ms. B, a 59-year-old white woman, was trans- 
ferred to the psychiatric ward 24 hours after an overdose of 
an unknown quantity of benzodiazepines and nonsteroid 
anti-inflammatory agents. Her medical problems included 
obesity, hypertension, degenerative joint disease, and type II 
diabetes mellitus. Before she took the overdose she had been 
chronically taking hydrochlorothiazide, 25 mg/day, potas- 
sium chloride, 20 meq/day, and chlorpropamide, 250 mg/ 
day. 

During the observation period her vital signs and electro- 
lyte levels were stable and within normal ranges. Her BUN 
and serum creatinine levels were 15 mg/dl and 0.7 mg/dl, 
respectively. An ECG showed normal sinus rhythm with a 
normal QR interval. Results of drug screens for salicylates, 
acetaminophen, lithium, and tricyclic antidepressants were 
all negative. Her blood glucose level ranged from 180 to 218 
mg/dl when she was taking 250 mg/day of chlorpropamide. 

Nortriptyline was started and titrated to 125 mg/day in 3 
days. Four days after the maximum dose of nortriptyline was 
attaitied, Ms. B's blood glucose level dropped to 50 mg/dl, 
requiring administration of glucagon, 1 mg i.m. Because of 
this hypoglycemic episode, it was decided that the 
chlorpropamide should be discontinued. During the remain- 
der of her 4-week hospitalization, she continued to take 
nortriptyline, 125 mg/day, and her blood glucose level was 
stable at 90-120 mg/dl. 
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DISCUSSION 


In the first case, the dramatic reduction in blood 
glucose occurred 11 days after the addition of doxepin 
to chronic tolazamide therapy. Hypoglycemia second- 
ary to an overdose was unlikely, because the patient 
had a live-in caregiver who supervised her medication 
intake, and the quantity of drug remaining in her 
prescription vials confirmed compliance with her reg- 
imen. Other possible explanations for hypoglycemia 
that were ruled out included recent history of vomit- 
ing, decreased food intake, severe intercurrent disease, 
alcohol ingestion, and ingestion of over-the-counter 
drugs, i.e., salicylates. 

In the second case, hypoglycemia occurred 4 days 
after nortriptyline was added to chronic chlorpro- 
pamide therapy. Because the patient was hospitalized, 
hypoglycemia was not due to intentional ingestion of 
medication. Although Ms. B had reduced her food 
intake secondary to depression, anorexia was present 
both during the time her blood glucose ranged from 
180 to 210 mg/dl and when the hypoglycemic episode 
occurred. Reduced elimination of the sulfonylurea as a 
cause for exaggerated hypoglycemic effect is unlikely, 
because both patients had stable renal and hepatic 
function on tests before and during hospitalization. 

Evidence which supports a probable drug interac- 
tion is the fact that the first patient had had stable but 
elevated blood glucose levels for at least 6 months on 
a regimen of tolazamide, 1 g/day, before the addition 
of doxepin. Further, after the acute hypoglycemic 
episode, when the patient was stable on the doxepin 
regimen, the effective daily tolazamide dose was 10% 
of that required before tricyclic antidepressant ther- 
apy. In addition, her fasting blood glucose level re- 
mained closer to the normal" range after stabilization 
on the regimen of doxepin and tolazamide than when 
she was taking the sulfonylurea alone. 

Physicians should be aware that a potential drug 
interaction exists between sulfonylureas and tricyclic 
antidepressants. Patients’ blood glucose levels should 
be monitored after the addition of a tricyclic antide- 
pressant to chronic sulfonylurea therapy. Sulfonylurea 
hypoglycemic agents currently available in the United 
States include acetazolamide, chlorpropamide, glipi- 
zide, glyburide, tolazamide, and tolbutamide. 
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DSM-III Diagnoses Associated 
With Dyspepsia of Unknown Cause 


Guido Magni, M.D., Francesco di Mario, M.D., 
Giuseppina Bernasconi, M.D., and Gaetano Mastropaolo, M.D. 


The frequencies of DSM-III diagnoses in 30 
patients with dyspepsia of unknown origin and 20 
patients with organic dyspepsia were compared. 
Dyspepsia of unknown origin was associated with a 
higher prevalence of psychiatric diagnoses (86.7% 
versus 25.0%), particularly anxiety disturbances 
(66.7%). 

(Am J Psychiatry 1987; 144:1222-1223) 


yspepsia is a common symptom (1) and is usually 

characterized by the presence of pain, nausea, or 
discomfort that is referred to the upper alimentary 
tract. Only some of these patients suffer from peptic 
ulcer disease; the majority are afflicted with nonulcer 
dyspepsia. This term is applied to a heterogeneous 
group of patients that encompasses subjects with de- 
tectable conditions such as gastroesophageal reflux 
and irritable bowel syndrome and others in whom no 
organic pathology responsible for the symptom can be 
found. The dyspepsia in these cases has been provi- 
sionally called "essential" (2). 

It has been hypothesized that psychological factors 
could play a contributory role in essential dyspepsia, 
leading some authors to define it as “nervous dyspep- 
sia" (1). However, few studies have been carried out to 
determine whether psychological suffering is present in 
these subjects. Furthermore, to the best of our knowl- 
edge, research on the presence of psychiatric distur- 
bances that uses clear and definite criteria such as those 
contained in DSM-III is lacking. That was the aim of 
our study, 


METHOD 


Thirty consecutive outpatients, 15 men and 15 
women, with a mean+SD age of 39+12 years (range= 
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20—60 years) were studied. Twenty were married, 
eight were single, and two were widowed. The educa- 
tional level was low in most cases; the mean SD 
number of years of schooling was 8.5+3.6. All the 
subjects were seen at the Gastroenterology Unit of 
Padua University because of essential dyspepsia. In this 
study the term “‘dyspepsia” is defined according to the 
criteria reported by Talley et al. (3), namely, any pain, 
nausea, or discomfort referred to the upper alimentary 
tract that 1) is either intermittent or continuous, 2) has 
been present for 1 month or more, and 3) is not 
precipitated by exertion and is not relieved within 5 
minutes by rest, excluding patients with jaundice, 
dysphagia, or bleeding. 

All the subjects underwent upper panendoscopy, 
which did not find evidence of acute or chronic peptic 
ulcer, esophagitis, gastritis, duodenitis, or carcinoma. 
Patients were excluded if they had a history of peptic 
ulcer disease, preceding gastric surgery, overwhelming 
medical illnesses, or clinical evidence of gastroesopha- 
geal reflux or irritable bowel syndrome. All underwent 
ultrasonography or oral cholecystography to rule out 
the presence of gallstones. They all underwent a semi- 
structured interview with the same psychiatrist that 
lasted 1% hours and was largely based on flow sheets 
from DSM-III, although some specific questions con- 
cerning dyspepsia were included. 

The diagnoses were determined by consensus of the 
consultant psychiatrist (G.B.) and a senior trainee in 
psychiatry (G.M.), who were aware of the patients' 
gastrointestinal diagnoses. 

A comparison group of 20 patients, similar to the 
experimental group in age, sex, marital status, and 
educational level, underwent the same interview. They 
were outpatients seen at the Gastroenterology Unit 
because of nonulcerous dyspepsia of organic nature, 
i.e., gallstones (N=12) or hiatus hernia (N=8). 

All patients agreed to cooperate with the study and 
gave their informed consent verbally, as is customary 
in Italy. 


RESULTS 


The results are presented in table 1. Of the patients 
with dyspepsia of unknown origin, 26 (86.7%) had 
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TABLE 1. DSM-III Diagnoses for 30 Patients With Dyspepsia of 
Unknown Origin and 20 Patients With Organic Dyspepsia 








Dyspepsia of Organic 
Unknown Cause Dyspepsia 
Diagnosis N % N % 
Axis I? 26 867 5 250 
Generalized anxiety disorder 16 53.3 3 15.0 
Simple phobia 2 6.7 0 0.0 
Atypical anxiety disorder 2 6.7 1 5.0 
Hypochondriasis 2 6.7 0 0.0 
Adjustment disorder with 
anxious mood 2 6.7 0 0.0 
Adjustment disorder with 
mixed emotional features 1 3.3 0 0.0 
Dysthymic disorder 1 3.3 1 5.0 
Axis II—histrionic personality 
disorder a 33 0 00 
No diagnosis 4 133 15 75.0 





*The difference between groups in the frequency of axis I diagnoses 
was significant (x^—19, df=1, p<.001). 
This patient had also an axis I diagnosis. 


one axis I diagnosis, and one also had an axis II 
diagnosis. The majority of axis I diagnoses were for 
anxiety disorders. There were few cases of somato- 
form, affective, or adjustment disorders. No psychotic 
disorders were found. The only diagnosis on axis II 
was histrionic personality disorder. Five patients 
(25.0%) in the comparison group had diagnoses, all on 
axis I. The difference between the two groups in the 


frequency of axis I diagnoses was statistically signifi-. 


cant. 


DISCUSSION 


The group of patients we studied, although not very 
large, comprised subjects in whom organic causes for 
dyspepsia had been carefully assessed and excluded. 
One of the strengths of the study is that the group was, 
from this point of view, homogeneous. 

The presence of psychological suffering in patients 
with essential dyspepsia has received relatively little 
investigation. Magni et al. (4) compared the Middlesex 
Hospital Questionnaire scores of 27 patients with 
essential dyspepsia and 27 matched neurotic patients. 
On almost all the subscales of the test no statistical 
differences emerged between the two groups, con- 
firming the hypothesis that neurotic problems are 
present in patients with essential dyspepsia. 

Talley et al. (3) reported that 76 patients with 
dyspepsia of unknown cause were more neurotic, 
anxious, and, to a lesser extent, depressed than healthy 
control subjects and that their levels of psychological 
distress were similar to those of duodenal ulcer pa- 
tients. 

The studies by Magni et al. and Talley et al. used 


Am I Peourhiates 144-9 Sontembhor 1927 





CLINICAL AND RESEARCH REPORTS 


only rating scales. Our data were gathered through 
clinical interviews, and psychiatric diagnoses were 
made. We found a high prevalence of anxiety disorders 
in essential dyspepsia and low rates of somatoform 
and affective disorders. It is difficult to interpret these 
psychiatric disorders as merely nonspecific responses 
to discomfort, because the subjects with "organic" 
dyspepsia showed a much lower rate of psychopathol- 
ogy. 

Of course, it is possible that the higher rate of 
psychiatric diagnoses in these subjects was due to 
selection—that anxious patients with dyspepsia pre- 
sent themselves for attention while others remain at 
home. Some weight must be given to that view. 
However, the high percentage of diagnoses of general- 
ized anxiety disorder is noteworthy, since Barlow et al. 
(5) recently reported that only a relatively small num- 
ber (N=12, 11%) of 108 patients assessed in an 
anxiety disorders clinic received this diagnosis. It is 
likely that the different frequency in the diagnosis of 
generalized anxiety disorder is linked to the different 
samples studied. Anxiety seems to be highly connected 
not only to essential dyspepsia but also to other 
pathologies of the alimentary tract, such as peptic ulcer 
disease (6, 7), gastroduodenitis (6), and irritable bowel 
syndrome (8). 

It is possible that the connection between anxiety 
and some alimentary tract disturbances could be me- 
diated by the autonomic nervous system; stress and 
emotional arousal can lead to modification of secre- 
tion, motility, and blood flow in the digestive system. 

It should be remembered that an association be- 
tween two disturbances does not necessarily indicate a 
causal link between them; it is possible that other 
factors could play a contributory role in dyspepsia of 
unknown cause. 
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Treatment of Catatonia With Low-Dose Lorazepam 


David Greenfeld, M.D., Cynthia Conrad, M.D., Ph.D., 
Patricia Kincare, M.D., and Malcolm B. Bowers, Jr., M.D. 





The authors describe three patients who each had 
a catatonic syndrome associated with affective 
psychosis and who responded dramatically to low 
doses of lorazepam. 

(Am J Psychiatry 1987; 144:1224—1225) 





Ce is a clinical syndrome that has been 
associated with affective and schizophrenic ill- 
ness, neurological disorders, infections, and toxic 
states (1). In particular, neuroleptic-induced catatonia 
is an important iatrogenic cause of catatonic symp- 
toms (2, 3). 

Sedative agents such as amobarbital sodium 
(Amytal) have long been known to have a transient 
ameliorative effect on some catatonic patients, a prop- 
erty that has been useful at times for diagnostic 
interviews (4). Benzodiazepines have also been re- 
ported to be effective in the treatment of catatonia. 
Several investigators have reported improvement of 
varying duration in catatonic patients after treatment 
with diazepam (5) or lorazepam (6, 7). 

The following is a report of three patients who each 
had a catatonic syndrome associated with affective 
disorder and were successfully treated with lorazepam. 


CASE REPORTS 


Case 1. Ms. A, a 16-year-old white girl, was admitted to 
the psychiatric ward of a community hospital with a 2-week 
history of difficulty concentrating, social withdrawal, sleep 
disturbance, depressed affect, and mood-congruent delu- 
sions. She was treated with perphenazine, 24 mg/day, and 
desipramine, 150 mg/day. After 5 days she was catatonic— 
mute, immobile, and incontinent. Her perphenazine dose 
was increased to 88 mg/day, and treatment with imipramine 
and lithium was begun. However, her symptoms remained 
unchanged, and she developed significant extrapyramidal 
symptoms as well. 

On the 25th hospital day Ms. A was transferred to 
Yale-New Haven Hospital, where all medications were 
discontinued. Over the next 7 days her extrapyramidal 
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symptoms gradually abated, but her catatonic symptoms 
persisted. One week after her transfer an Amytal interview 
was conducted. She responded freely during the interview, 
during which she described preoccupations with guilt, delu- 
sions, and suicidal ideation. She was able to eat, speak, and 
care for herself until the next morning, when the catatonia 
recurred. i 

Because of her dramatic response to the Amytal interview, 
she was given a 2-day trial of oral lorazepam, 1 mg b.i.d. She 
responded with immediate dramatic improvement; she spoke 
freely and participated in ward activities. The lorazepam was 
discontinued, and 24 hours later the catatonia recurred. 

At this point Ms. A was started on a dose of oral 
lorazepam, 1 mg b.i.d. On this regimen she improved as 
before, and after 1 week her delusions were no longer 
present. Since it was felt that this syndrome might represent 
the initial presentation of bipolar disorder, lithium carbonate 
was added. After 3 weeks the lorazepam was gradually 
discontinued, and after 6 weeks Ms. A was discharged to 
outpatient care. After 1 month of outpatient treatment she 
stopped taking lithium and shortly thereafter ended treat- 
ment. At 1-year follow-up she was doing well, both socially 
and at school. She was given a DSM-IH diagnosis of major 
affective disorder with mood-congruent psychotic features. 


Case 2. Ms. B, a 20-year-old single white woman, was 
transferred from a community hospital to a long-term psy- 
chiatric hospital for continued treatment of psychotic depres- 
sion. Her first psychotic episode occurred at age 17 and was 
diagnosed as mania with mood-congruent hallucinations and 
delusions. At that time she responded to a regimen of lithium 
and perphenazine. Subsequently, two additional brief hospi- 
tal stays were required, one for acute mania and the other for 
a depressive episode. 

The current, fourth hospitalization was characterized by 
only a partial response to lithium and a series of neuroleptic 
trials. After Ms. B had been in the hospital 4 months her 
condition deteriorated further, and her delusions, mutism, 
and hypersomnia increased. All medications were discontin- 
ued, and she gradually became catatonic. After 3 drug-free 
weeks, during which her condition remained unchanged, 
lorazepam treatment was begun at a dose of 3.0 mg/day. 
Seventy-two hours after the first dose of lorazepam, Ms. B 
began to speak; she requested food and assistance with her 
hygiene. She also began to walk about freely without evi- 
dence of rigidity or posturing. Lithium was then added to the 
lorazepam regimen. 

Over the next 4 weeks Ms. B continued to make steady 
progress. Her thought disorder and delusions cleared. Eight 
weeks after beginning lorazepam treatment she was dis- 
charged to her home. Lorazepam treatment was discontin- 
ued 3 months after discharge, and she was maintained on 
lithium. At her 4-month follow-up she was stable and was 
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seeking full-time employment. Her DSM-III diagnosis was 
bipolar disorder, depressed, with mood-congruent psychotic 
features. 


Case 3. Ms. C, a 38-year-old single Oriental woman, had 
been hospitalized twice previously for psychotic depression. 
During her first hospitalization she was treated with imipra- 
mine, 150 mg/day, and trifluoperazine, 15 mg/day. Two 
years later these medications were discontinued, and she 
became symptomatic within a week. She was rehospitalized 
for 4 months and improved gradually on a regimen of 
imipramine, 150 mg/day, and trifluoperazine, 25 mg/day. 

The next year the trifluoperazine dose was gradually 
reduced to 10 mg/day. Ms. C’s symptoms of psychotic 
depression soon recurred, and at the time of her third 
admission she was nearly mute and had preoccupations with 
guilt and nihilistic delusions. She was treated with 
perphenazine, 32 mg/day, but did not improve. By the 7th 
hospital day she was catatonic; she appeared somewhat stiff 
and had minimal cogwheeling but was without waxy flexi- 
bility or rigidity. 

At this point lorazepam was administered. After receiving 
2 mg of lorazepam over 18 hours, she got out of bed on her 
own, requested a meal, and began talking spontaneously. She 
was placed on a regimen of lorazepam, 3 mg/day, perphen- 
azine, 32 mg/day, and imipramine, 150 mg/day. Over the 
next 3 days she was more spontaneous, her somatic delu- 
sions cleared, and she was able to talk about her religious 
delusions. 

Because of her continued complaints about sedation, 
lorazepam was discontinued. After 48 hours she was again 
catatonic. Lorazepam, 4 mg/day, was reinstituted, and 
within 12 hours Ms. C was talking, going to therapy groups, 
and attending to her hygiene and nutrition. 

Her improvement continued over the next 3 weeks with a 
regimen of imipramine, 75 mg/day, perphenazine, 16 mg/ 
day, and lorazepam, 4 mg/day. Ms. C was able to return to 
work after discharge, although her chronic religious delu- 
sions, which had been present intermittently since her first 
episode 3 years earlier, still remained. Her DSM-III diagno- 
sis was major affective disorder with mood-incongruent 
psychotic features. 


DISCUSSION 


The cases of catatonia presented here each showed 
dramatic improvement with lorazepam. In the first 
case lorazepam was administered 1 week after dis- 
continuation of neuroleptics and in the second case 
after 3 weeks. Although neuroleptic catatonia cannot 
be excluded, it seems likely that the catatonia in these 
two cases was part of a psychopathological syndrome. 
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In the third case the patient was receiving perphena- 
zine, so neuroleptic catatonia may have played some 
role, although she had previously received higher neu- 
roleptic doses without developing catatonic symptoms. 
The favorable response to lithium maintenance after 
lorazepam treatment in two of the cases suggests a 
specific nonneuroleptic pharmacologic regimen for 
cases of catatonia that may be manifestations of bipo- 
lar disorder. Such individuals may be unusually sensi- 
tive to acute and long-term side effects of neuroleptics, 
so definitive treatment without neuroleptics may have 
important advantages (8). 

Lorazepam and barbiturates may act by means of 
similar mechanisms in catatonia, although subacute 
treatment of catatonia with benzodiazepines is likely 
to be more feasible because of the minimal sedation 
with the doses used in our cases. Benzodiazepines have 
been used increasingly as adjunctive agents in the 
management of psychotic agitation, usually at doses 
considerably higher than those employed in the present 
cases (9, 10). However, our cases and others (5—7) 
indicate that benzodiazepines may have a primary role 
to play in a major psychiatric disorder other than the 
panic and anxiety syndromes—namely, catatonia. 
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The Psychology of Men: New Psychoanalytic Perspectives, 
edited by Gerald I. Fogel, Frederick M. Lane, and Robert S. 
Liebert. New York, Basic Books, 1986, 299 pp., $26.95. 


Freud’s conceptualization of male psychosexual develop- 
ment is among the most clearly articulated and enduring 
elements of classic psychoanalytic theory, with an elegant 
four-step simplicity: phallic exploration, oedipal conflict, 
castration anxiety, and resolution by means of identification. 
But this very simplicity has, in times past, served a formulaic 
dogmatism that saw unresolved oedipal wishes lurking in 
every assertive act and castration anxiety in every retreat. 
The Psychology of Men reflects a maturing perspective in 
which the art and science of interpretation have become 
more real as the theory has expanded to handle more 
complexity. In this collection of papers literature, sociology, 
and history join clinical observations drawn from a wide 
diversity of sources to achieve a new integration of multiple 
points of view. Given the scope and complexity of the subject 
matter, it is unreasonable to expect more than a progress 
report, and this one is encouraging. 

Two themes recur throughout the book to modify and 
extend Freud’s original theories of male psychology. Impor- 
tant as it is, there is far more to becoming a man than having, 
using, and safeguarding one’s penis. In these papers men are 
seen to love, envy, fear, and identify with mothers and sisters 
as well as with fathers and brothers. Thus, male development 
and psychology can no longer be seen, as they have been, 
primarily in phallocentric terms. The second focus of this 
book is bisexuality; although Freud took bisexuality into 
account, that topic is vastly expanded here. In addition to a 
man’s encounter with his own femininity a different issue is 
added—his encounter with women. George Stade, Professor 
of English and Literature at Columbia University and author 
of the first chapter in the book, is cited by Arnold Cooper in 
the following evocative summary: “All men have spent a 
significant formative part of their lives totally in the care of 
women who wiped their bottoms, fed their mouths and their 
egos, and held their hands whenever there was danger or 
difficulty. The prevalence of forms of macho behavior can 
generally be understood as counteracting the inner fear of 
reversion to this earlier state” (p. 113). 

In his own chapter, Professor Stade writes an erudite and 
immensely playful thesis on male psychology as revealed in 
the literary classic Dracula, by Bram Stoker. He reasons that 
men reveal what ails them in what they say about women, 
and the enduring popularity of Dracula establishes its cre- 
dentials in this regard. All but one of Dracula’s victims are 
women, and the single male victim is an effeminate madman. 
Dracula’s gaunt, hypnotic, wolf-like demeanor attracts vir- 
ginal, defenseless damsels who sleepwalk toward his serpen- 
tine bite into submission. Female sexuality, aroused, is 
insatiable and selfish and must be destroyed, as it is in the 
orgasm of vampiric death. Fears of nymphomania abound, 
and the duty of good men and women is to extinguish this 
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vile fire. The bisexuality inherent in Dracula’s character must 
be suppressed as well, and in this regard it is noteworthy that 
vampires are ageless. 

John Munder Ross reviews and updates the stages of a 
man’s psychosexual development, with an emphasis on those 
female components which are essential to masculine identity. 
It is a peace which must be made and against which many 
forms of hypermasculinity defend. Ross elaborates on Lawr- 
ence Kubie’s idea that there exists in everyone a drive to 
become both sexes. Everyone suffers something" envy. Ross 
suggests a line of development in which the boy must first 
“disidentify with mother" in order to proceed toward male 
sexuality and fatherhood. The pull of feminine components 
is a persistent threat to this movement, and one for which 
society offers scant opportunity for sublimation and integra- 
tion before the achievement of marriage and fatherhood. The 
theme of hidden, conflicted feminine components in male 
character are further elaborated in chapters by Ethel Person 
and Roy Schafer. Person uses the fantasy of the omni- 
available woman to suggest a universal fear of genital 
inadequacy in each boy's oedipal dilemma. She argues that a 
common transient transvestic oedipal solution is but one 
reflection of the vicissitudes of male bisexual concerns, 
fantasies, and conflicts. 

Roy Schafer carries the reader on a different vector in his 
reflections on men's struggle against sentimentality. He 
reviews his own earlier concerns with language, bringing 
sentimentality together with other "key words," such as 
genuineness, individuality, freedom, and integrity, and he 
describes them as "strands in a web of significance" (p. 96). 
Such key words are essential tethers for understanding 
complex behavior, and they form a texture of understanding 
quite different from the dense metaphor of the psychosexual 
stages of development. Mostly, men who struggle against 
sentimentality are expressing the need to renounce some 
aspect of bisexuality once suffered or dangerously enjoyed. 
But there are myriad meanings and possibilities, and the 
word “sentimentality” serves to organize the clinical explo- 
ration into a focus of actions and meanings. 

In an important contribution, Arnold Cooper reexamines 
the concept of castration anxiety within the larger context of 
human fears. He prefers to call them “terrors,” reminding us 
that all men fear some things and some men fear everything. 
Human development proceeds through a forest of terrors, 
from bodily integrity though separation-individuation, 
preoedipal aggressions of orality and anality, and, finally, 
given optimum conditions, oedipal conflicts, where conven- 
tional castration anxiety emerges. He offers case material to 
demonstrate the complex layering of oedipal and preoedipal 
issues, anchored on the important truth that defenses against 
fears may themselves be fears at a higher level of organiza- 
tion. “Castration anxiety [is] so close to consciousness ... 
because it is . . . the least feared of the baby fears, represent- 
ing the compromise formations arising out of earlier fears 
and hiding within it the earlier fears, which are far more 
threatening. ... Castration anxiety is often a desperate at- 
tempt to ‘escape forward’ ... to more advanced levels of 
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representation, escaping from the more primitive and fright- 
ening versions of narcissistic threat" (pp. 118—119). De- 
fenses against the disorganizing qualities of primitive fears 
achieve secondary autonomy and are experienced as power- 
ful wishes of the highest priority, holding the deeper fears 
safely remote from consciousness. This revision of theory is 
of major importance and has far-reaching consequences in 
our clinical work. 

Frederick Lane presents the case of a man in whom a 
fantasied vulva was central. This man’s gender identity was 
unambiguously male, but he had a powerful envy of female 
prerogatives to be passive, exempt from pressures to achieve, 
and protected from the aggression of others. These wishes 
emerged in his analysis as more prominent determinants of 
behavior than libidinal wishes for a female sexual experi- 
ence. In this connection one is reminded of the protagonist 
psychoanalyst in Janet Malcolm’s book Psychoanalysis: The 
Impossible Profession (1), who confessed to her that his 
deepest wish was to be a beautiful woman. This leads to Otto 
Kernberg’s chapter, in which he discusses male perversions. 
He reviews normal polymorphous perverse behavior in order 
to show the vastly different structure of homosexual behav- 
ior in normal and neurotic as compared with borderline and 
narcissistic disorders. In the end, however, he reverts to 
phenomenology to support the classic psychoanalytic con- 
clusion: “We just do not find, except very rarely, male 
homosexuality without significant character pathology” (p. 
175). Robert Liebert’s chapter reviews male homosexuality 
from a historical perspective—from ancient Greece through 
the Renaissance, a condensed survey of 2,000 years. Three 
conclusions emerge: 1) social forms influence conflict reso- 
lution by defining acceptable confines of behavior, 2) Freud’s 
general postulates about bisexuality are strongly supported, 
and 3) despite wide ranges in degrees of tolerance for 
sexually deviant behavior, an “iron law of history” dictates 
that males must ultimately conform to male gender roles. 

Peter Neubauer presents data drawn from observations of 
fathers providing child care. His work strongly supports the 
views of others in this book that men’s characters are 
powerfully enriched when their feminine components can be 
adaptively synthesized into their lives. He finds a useful 
“regression under the auspices of caring” that allows these 
fathers to rework some of their own preoedipal aspirations 
and conflicts. Eugene Mahon reviews adolescent male psy- 
chology and finds a rich point of reference in several histor- 
ical biographies that supplement clinical excerpts to demon- 
strate ways in which this period of “‘psychosocial morato- 
rium” serves to reintegrate diverse instinctual and defensive 
elements. 

The final three chapters are on therapy. Donald Meyers 
and Arthur Schore discuss many of the transference- 
countertransference issues that arise when men treat men; 
Helen Meyers explores the same questions when the thera- 
pist is of the opposite sex. Whereas everyone agrees that the 
gender of the therapist should not be a determining issue, it 
often is. These discussions usefully highlight many of the 
hidden traps and snags in treatment. In the final chapter 
Richard Isay argues against the intrusion of motivation by 
the therapist to change the sexual orientation of a homosex- 
ual patient. The very word “perversion” reflects a moralism 
in psychoanalytic theory. Isay believes that many therapists 
unwittingly carry a value-laden orientation which leads them 
away from a position of neutrality to the improper one of 
moral arbiter—even in statements as carefully articulated as 
Kernberg’s earlier in this volume. And so this excellent book 
concludes with a thoughtful discussion of a contemporary 
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sociopolitical controversy, viewed through a psychoanalytic 
lens. Such is the scope of this collection. 

All three editors and 12 of the 15 contributors to The 
Psychology of Men are affiliated with the Columbia Psycho- 
analytic Center in New York City. They speak with admira- 
ble erudition, achieve a choral balance that is rare in a 
multiauthored work, and eloquently reaffirm the relevance 
and vitality of contemporary psychoanalytic theory. 
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Kohut's Legacy: Contributions to Self Psychology, edited by 
Paul E. Stepansky and Arnold Goldberg. Hillsdale, N.]., 
Analytic Press (Lawrence Erlbaum Associates, distributor), 
1984, 252 pp., $27.50. 


For only in the half-destroyed do we understand 
the blue that covers the inside of rooms, like doctors 
who learn by bodies gaping in front of them. But we 
will never know how blood behaves when it's inside, 

within the whole body, when the heart shines into it, from 
far away, in its dark path. (1) 


Heinz Kohut devoted the last 15 years of his life to the 
study of narcissistic character disorders and other preoedipal 
primary disturbances of the self. One aspect of Kohut's 
youth that stimulated his sensitivity to the motif of self- 
fragmentation was the monumental disruption caused by 
Nazi Germany's Anschluss of Austria, which forced him to 
abandon his home, the country of his birth, and his way of 
life in Vienna (2). Although he did not know Freud person- 
ally, he went to watch Sigmund Freud leave Vienna on the 
Orient Express bound for Paris on June 4, 1938. When 
Freud, unhappy and mortally ill at 82 years of age, looked 
out the window, Kohut tipped his hat; Freud tipped his hat 
in return (3). Describing this scene, Kohut said, “I had the 
feeling of a crumbling universe"; the departure of Freud 
signified the loss of "everything that I had lived for" (2). 

The Nazis threated Kohut as well. Because his father was 
of Jewish descent, Kohut fled to England and, from there, to 
the United States: 


I was passionately involved with German and Aus- 
trian culture. This was the peak of humanity to me— 
Goethe and the great German philosophers and writers 
and musicians. | was sitting up in coffeehouses until 3 
o'clock in the morning, discussing each night another 
sonnet of Rilke. You know, this was life for me. And 
then, all of a sudden, these bullies came along who 
claimed they were the real Germans and I was all of a 
sudden a foreigner and didn't belong. It was the end of 
the world, it was the end of an era. And I had the feeling 
that it was also the end of my life, in terms of the 
continuity of my cultural existence. ... I have led two 
totally different, perhaps unbridgeable lives. (2) 


Kohut's contributions have been uncommonly creative 


and influential. I expected that Kobut's Legacy would offer 
an expert summary of his theories of the psychology of the 
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self and a perspective on their clinical application to the 
treatment of narcissism. That the editors of Kobut’s Legacy 
were also the editors of Kohut’s last and posthumous volume 
(4) only heightened my expectations. 

Kobut's Legacy is a disappointment. The title is misleading 
because, in fact, Kobut's Legacy is not the legacy of Kohut at 
all but a collection of papers presented at the fourth Berkeley 
Self Psychology Conference (1981) and the fifth Atlanta Self 
Psychology Conference (1982), respectively. The Berkeley 
Conference was the last one Kohut attended; he died 4 days 
after it closed. The preface to Kobut's Legacy states that 
these papers were assembled “by way of exemplifying the 
enriching legacy of Heinz Kohut." However, in fairness to 
all, including the contributors, the title of a scholarly work 
needs to be squarely informative about subject matter. 
Kobut's Legacy is not. 

The editors have endeavored to integrate the theoretical, 
clinical, and research contributions in this book under the 
common theme of self and “selfobject.” This attempt at 
unification is not particularly successful because the papers 
are quite disparate and far-ranging. 

Theoretical papers discuss psychoanalytic history (Basch), 
“selfobject” transference (Basch and Stolorow), the feminine 
self (Lang), and shame (Morrison). Clinical contributions 
take up the treatment of borderline patients (Brandchaft, 
Stolorow, Adler, and Paul Tolpin), treatment disruptions 
(Wolf), “selfobjects” and psychotherapy (Basch), and psy- 
choanalytic psychotherapy (Anna Ornstein and Lachmann). 
Articles on research applications are concerned with children 
with learning disabilities (Estelle Shane), small group theory 
(Lofgren), the case of Othello (Muslin), and creativity 
(Schlesinger). 

By and large, Kobut's Legacy is not as original and 
stimulating as the previous volume of this series, which 
summarized the proceedings of the third Boston Self Psychol- 
ogy Conference (1980) (5). Several contributions, however, 
are notable exceptions to this general impression. 

Gerald Adler's discussion of the treatment of borderline 
patients from a self psychological point of view is both 
important and excellent. Adler's juxtaposition of the dif- 
ferent frameworks used by Kernberg and Kohut to under- 
stand countertransference experiences draws parallels and 
builds clinical bridges, a rare phenomenon, between self 
psychological and object relational points of view. Adler 
emphasizes that "experiences of aloneness, accompanied by 
panic, are unique to borderline patients, and are manifesta- 
tions of specific defects which differentiate them from those 
patients with narcissistic personality disorders" (p. 120). I 
am not sure I can agree with that statement. Like Kernberg, 
Adler draws attention to the borderline individual's chronic 
sense of emptiness and anger and the primitive, punitive 
nature of the borderline superego. Using the schema of self 
psychology, Adler sees all of this resulting from a failure to 
form "stable holding introjects" (p. 123), but Kernberg (6), 
from the vantage point of his dyadic object relations theory, 
considered these manifestations the consequence of a failure 
to integrate contradictory “good” and “bad” internalized 
object relationship units, lack of emotional object constancy, 
and identity diffusion. 

Adler's paper is a welcome counterpoint to Bernard 
Brandchaft and Robert Stolorow's thesis, promulgated in 
Kobut's Legacy as well as in a previous paper (7), that “the 
concept of a borderline personality organization is, largely if 
not entirely, an iatrogenic myth" (p. 367) and “is sympto- 
matic of the difficulty therapists and analysts have in com- 
prehending the archaic intersubjective contexts in which 
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borderline pathology arises" (p. 99). Brandchaft and 
Stolorow believe that therapists of "so-called" borderline 
patients habitually fail to grasp their patients! primitive 
longings and then fail to acknowledge their own lack of 
understanding. Such repeated empathic failures "in an 
intersubjective field—a field consisting of a precarious, vul- 
nerable self and a failing, archaic selfobject” (p. 98)—form, 
in their view, the conceptual basis of borderline personality 
organization. 

Space does not permit here a full refutation of these 
challenging formulations. I could hardly improve, in any 
event, on Adler’s detailed discussion of the subject (8). Suffice 
it to say that Kernberg’s concept, challenged by Brandchaft 
and Stolorow, of an intermediate form of psychopathol- 
ogy—a category called borderline personality organization— 
describing level of function in a broad heterogeneous spec- 
trum of severe personality disorders, is most helpful in 
clarifying diagnostic understanding and treatment planning 
for many fragile individuals. It alerts the therapist to char- 
acteristic and expectable transference and countertransfer- 
ence developments in the course of treatment. Kernberg 
classified many narcissists as having borderline personality 
organization, but Adler postulates a “borderline-narcissistic 
personality disorder continuum . . . with a distinct diagnostic 
category at each end of the continuum" (p. 119). Brandchaft 
and Stolorow's discussion may be valid for some selected 
individuals who suffer from a misdiagnosed narcissistic 
personality disorder but are able to tolerate the analytic 
situation. The reminder of the role therapists can play in 
codetermining such patients' difficulties through empathic 
failures is helpful indeed. However, Brandchaft and 
Stolorow's sweeping conclusions are unwarranted for the 
majority of adults and children with borderline personality 
organization whose psychopathology can be codetermined at 
times even biologically because of genetic, congenital, or 
acquired features. Such individuals are not in psychoanalysis, 
and only very few could tolerate it—unlike the three analytic 
patients whose diagnostically incomplete and unsatisfactory 
anecdotal case material Brandchaft and Stolorow cite to 
buttress their position. 

In two separate articles, Anna Ornstein and Ernest Wolf 
offer sensitive examples of the creative contribution the 
psychoanalytic self psychological approach can make to the 
problem of interpretation. Ornstein’s and Wolfs under- 
standing focuses primarily on the structural integrity, the 
cohesiveness, of the self. Ornstein says, "Any explanation 
Offered to the patient in relation to a single fantasy or dream 
or symptom ... would not facilitate the evolution of a 
therapeutic process. Indeed, the opposite would be true: The 
*dynamic explanations' of the fantasy, dream, or symptom 
would fragment the therapeutic experience and carry the 
treatment into experience-distant terrains" (p. 173). 

Finally, Kurt Schlesinger provides a gripping account of 
artistic achievement as an example of the creative process, 
the ongoing lifelong activity of the development and renewal 
of the self. It is a fascinating article and, although I got to it 
at 2:00 a.m., I could not put down Kobut's Legacy until I 
had finished reading Schlesinger's paper. 

In summary, then, Kobut's Legacy is not an introduction 
to or an overview of Kohut’s carefully wrought theories. One 
has to turn to the writings themselves (4, 9, 10) to discover 
his work as a whole. Nevertheless, the lucidity and sophis- 
tication of Gerald Adler, Anna Ornstein, Ernest Wolf, and 
Kurt Schlesinger make the reading of Kobut’s Legacy a 
worthwhile experience. Their papers are sensible and sensi- 
tive contributions. 
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Conceptual Issues in Psychoanalysis: Essays in History and 
Method, by John E. Gedo. Hillsdale, N.J., Analytic Press 
(Lawrence Erlbaum Associates, distributor), 1986, 243 pp., 
$29.95. 


John Gedo notes that historical and methodological stud- 
ies in psychoanalysis daunt even the scholarly psychoanalyst 
because he or she lacks the skills of the intellectual historian 
and the epistemologist. Encouraged by invitations to assess 
important historical and current developments in psycho- 
analysis, Gedo has prepared a volume of historical and 
methodological essays concerning areas that have interested 
him during a quarter century of highly productive psycho- 
analytic writing and clinical work. Gedo is optimistic about 
the therapeutic power of psychoanalysis. He has published in 
this journal (1) and elsewhere (2) reports summarizing his 
generally successful and extensive clinical experience. He has 
systematically described technical innovations (3, 4) that 
have contributed to that optimism. Now he turns to concep- 
tual issues. 

Gedo believes that the contemporary technical arma- 
mentarium offers far more than was available to the psycho- 
analytic practitioner a generation ago. He notes that new 
findings in psychoanalysis often lead to a typical four-step 
pattern, however. First, a set of clinical observations is 
forwarded as a neglected area of clinical theory. Then, cases 
where the novel observations are salient are defined as a new 
nosological entity hitherto overlooked. Third, the mode of 
functioning is detected in increasingly wider circles of pa- 
tients. Finally, the patterns lose their relevance for differen- 
tial diagnosis and become the center of a new theoretical 
framework. Partly to forestall such polarization, Gedo, 
together with Arnold Goldberg (5), developed a framework 
for clinical theory broad enough to accommodate analysts of 
varied persuasions. Despite wide acceptance, however, it did 
little to avoid the emergence of Kohut’s self psychology as an 
alternative body of clinical theory to mainstream psycho- 
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analysis. The dissidence of Heinz Kohut is indeed discussed 
in the central two chapters of this book and permeates much 
of the rest. 

The other chapters in the first historical section begin with 
several recent biographical theses about Sigmund Freud's 
character and the different proposed effects it had on his 
work. Gedo takes issue with Sulloway, Masson, and Swales. 
He then discusses Ferenczi, whom he considers the first true 
psychoanalytic dissident because he largely adhered to pre- 
vailing psychoanalytic observations and theories, in contrast 
to Jung and Adler, who explicitly disavowed Freudian 
premises. Ferenczi stressed the pathogenic aspect of parental 
failures and proposed an active technique that is not author- 
itarian but supportive, patient, and aimed at mourning the 
missed gratification of childhood. Many modern psychoan- 
alytically informed therapists of patients with severe person- 
ality disorders take a similar stance. 

Lou Andreas-Salomé was considered the most distin- 
guished woman in central Europe at the time she joined the 
psychoanalytic movement in 1912. In fact, she was far better 
known than Freud himself. Salomé's skepticism and reserva- 
tions about Freud's drive theory were largely limited to her 
personal journal and correspondence with Freud, the study 
of which serves as the foundation of another chapter in the 
historical section. Gedo devotes a historical chapter to the 
strictest critic of metapsychology of the next generation, 
David Rapaport. He notes Rapaport's concern about its lack 
of systematization and some of the inconsistencies that 
Kohut later attempted to address with his reworking of the 
concept of narcissism. Melanie Klein is the dissident who has 
had most influence worldwide, and Gedo well captures the 
essence of her theory and technique. Like the chapter on 
Rapaport, the chapter on Klein is a comprehensive yet brief 
introduction to its subject. 

Chapters seven and eight, on Heinz Kohut, are written 
from the perspective of one of his closest forme: collabora- 
tors. Gedo notes that efforts to explore the role of preoedipal 
issues in pathogenesis do not necessitate either dissidence or 
a total break with established theory. Kohut, however, who 
began his work as an extension of Hartman's metapsychol- 
ogy, claimed by 1977 that the transferences encountered in 
psychoanalysis are the patient's reactivated efforts to form a 
cohesive self. He saw the empathic responses of the analyst 
as necessary because of failed parental efforts. The Oedipus 
complex becomes a pathological variant rather than a devel- 
opmental norm; the analyst becomes a "selfobject" rather 
than a facilitator of insight; and, in Gedo's view, Kohut at his 
death was on the verge of becoming the head of an indepen- 
dent movement like those of Adler and Jung. 

In the next section, Gedo takes up the methodological 
difficulties inherent in correlating the direct observation of 
young children with psychoanalytic theory and technique. 
He sees a formidable problem in translating the manifest 
behaviors of preverbal children into a psychology of moti- 
vations. In reviewing Henri Parens's work on the develop- 
ment of aggression in early childhood, Gedo is bothered by 
Parens's disregard for alternatives to drive theory and his 
imputing subjective motives to an organism whose behavior 
is not yet under cortical regulation. Gedo's owr conception 
of drive is that “an automatic, preprogrammed action pat- 
tern is brought into operation" (p. 154)—admittedly a 
definition at considerable variance from traditional psycho- 
analytic usage. To Gedo, rage never arises spontaneously but 
is always a response to specific circumstances. 

Gedo also reviews Joseph Lichtenberg's study of psycho- 
analysis and infant research, which he feels comes closest to 
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his own views, particularly Gedo’s own important concept of 
the compulsion to unconsciously repeat archaic behavior 
patterns that are without symbolic representation. Gedo 
stresses the necessity of helping all patients deal with the 
pathogenic legacies of their personal presymbolic era by 
teaching them to counter stimulus overload and to symbol- 
ically encode primary body experiences so that they are 
assimilated into the individual’s set of acknowledged per- 
sonal aims. If this is properly done, Gedo believes the patient 
will have no lifelong need for a "selfobject," as Kohut 
claimed. To Gedo, ‘“‘selfobjects” are necessary only when 
there has been inadequate reconstruction of the exact nature 
of the early experiences being echoed in the analysis. With- 
out it, the patient cannot be taught the psychological skills 
necessary to handle life on his or her own. 

Gedo’s aim is to show that in cases of irreconcilable 
controversy, nobody had a monopoly on truth, because 
while firm data about preverbal mental life were lacking, 
everyone was forced to base theory on guesswork. John 
Gedo's style is a rarity—a delightful mixture of affective 
personal response and erudition that enlivens psychoanalytic 
history and refreshes the reader. 


REFERENCES 


1. Gedo JE: A psychoanalyst reports at mid-career. Am J Psychi- 
atry 1979; 136:646-649 
. Gedo JE: Psychoanalysis and Its Discontents. New York, 
Guilford Press, 1984 
3. Gedo JE: Beyond Interpretation. New York, International Uni- 
versities Press, 1979 
4. Gedo JE: Advances in Clinical Psychoanalysis. New York, 
International Universities Press, 1981 
5. Gedo JE, Goldberg A: Models of the Mind. Chicago, University 
of Chicago Press, 1973 


t2 


JEROME A. WINER, M.D. 
Chicago, Ill. 


Moses: A Psychodynamic Study, by Dorothy E. Zeligs, 
Ed.D. New York, Human Sciences Press, 1986, 442 pp., 
$39.95, 


Zeligs ambitiously attempts to understand the needs of the 
ancient Hebrews by examining the recorded life of Moses, as 
revealed in the first five books of the Bible, the Pentateuch. 
Her basic assumption is that the Biblical stories are narrated 
from the viewpoint of the hero and reflect his unconscious 
fantasies. These tales can then be adopted by the group 
whose thoughts and wishes they express; Moses becomes the 
collective ego of the group, and his life is seen as “synony- 
mous with the development of the superego of the group” (p. 
45). 

What Zeligs finds in the Pentateuch is a developmental 
view of Moses's relationship with God, a record of his 
lifelong quest for greater intimacy with God, and the con- 
flicting fear of such closeness with its attendant danger in the 
loss of self-identity. By applying psychoanalytic concepts and 
techniques to the life of Moses, Zeligs attempts resolution of 
previously obscure references and apparently unrelated inci- 
dents, as well as the disclosure of hidden motives. Her 
analysis reveals that problems in the text occurred most often 
“where the content dealt with forbidden aspects associated 
with the oedipal situation, such as sexuality in relation to 
incestuous objects and rivalry between fathers and sons" (p. 
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21). Through examination of the defense mechanisms used 
by Moses, whose story is held to be created by individuals 
revealing their own defenses and difficulties, Zeligs contends 
that the “Hebrews, over a long period of time, evolved a 
form of sublimation, a working through of the conflict, 
which led to new paths in the fields of morality and religion” 
(p. 417). Moses’s life story reflects his struggles and aspira- 
tions as well as those of the group: “In the mass oedipal 
involvement that the Bible expresses, the feelings for the 
mother were sublimated in a love for the land, which became 
the good mother ... and in an acceptance of the Torah, or 
religious law, the words of the father” (p. 419). 

To be sure, Zeligs’s task by its very nature leads her into a 
morass. A psychological profile of a person who has been 
dead for some 2,000 years is tentative at best. To then 
abstract from that profile the motivations and aspirations of 
an entire race of people is yet another tenuous leap. Still, 
Zeligs manages her task admirably, trying to avoid the trap 
of overdeterminism, although this sometimes leads to com- 
mentary containing little firm ground to build on. In a not 
uncommon paragraph, all three sentences are qualified: “It is 
also possible .... In that event we can assume .... Under 
any circumstances, however, it seems ...” (p. 37). The 
following paragraph begins, "When analyzed thus, in the 
light of objective reality. . . ." This is a very tentative "ob- 
jective reality." In short, there is a great deal that Zeligs fills 
in with hypotheses which seem solid, workable, and logical 
but which finally have to be savored with a large grain of 
salt. Perhaps to keep this palatable, she liberally sprinkles the 
text with quotes from other authorities. However, this 
tendency toward an overreliance on other critics sometimes 
draws attention away from Zeligs's own thesis; she pushes 
too hard to have her case accepted. 

Those interested in the social and cultural background of 
the Jews or in the application of psychoanalysis outside a 
therapeutic setting will want to read this book. What Zeligs 
attempts is intellectually engaging; however, more emphasis 
on the connection between teller and tale—which she appar- 
ently wishes to make—would have strengthened her study. 


LISA M. SCHWERDT, PH.D. 
Florence, Ala. 
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Stress Response Syndromes, 2nd ed., by Mardi Jon Horo- 
witz, M.D. New York, Jason Aronson, 1986, 346 pp. 
$35.00. 


The dilemma of revising a book such as Stress Response 
Syndromes is similar to the one faced by Coca-Cola in 
revising the recipe for Coke. It is hard to improve on a 
product that has become a classic. Unlike the travails of the 
soft drink, the new version of this book is a winner, while the 
first edition will remain a classic. 

Since the book was first published in 1978 there has been 
a multitude of changes in mental health research and prac- 
tice. Many of these changes emerged directly or indirectly 
due to the work of Mardi Horowitz and his colleagues, 
particularly the formulations described in Stress Response 
Syndromes. In 1980 APA published DSM-III. For the first 
time this manual included the diagnosis of posttraumatic 
stress disorder. As those familiar with the work of Horowitz 
know, posttraumatic stress disorder is a diagnosis that linked 
together a wide variety of disorders and syndromes exclu- 
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sively associated with specific types of highly stressful events: 
war and concentration camp imprisonment, war combat, 
terrorist attacks and imprisonment, man-made and natural 
disasters, fires, major accidents, rape, and other violent 
crimes. 

Posttraumatic stress disorder has become, for better or 
worse, one of the most important new diagnostic categories 
in psychiatry. Not only has it changed mental health research 
and treatment—both public and private—it has affected the 
judicial system in terms of both insanity defense and tort case 
methods. Most who were involved in the development of this 
new diagnosis acknowledge that Stress Response Syndromes 
played a key role. 

Mardi Horowitz and his colleagues have successfully 
revised this classic text. Much to his credit he decided to 
retain the essential descriptions of stress response syndromes, 
though some of the rich historical descriptions were 
dropped. Generally, he chose to expand and revise the 
chapters and sections focusing on diagnosis, theory, and 
treatments. For example, the new chapter on theory incor- 
porates the more recent research on human psychological 
response to stress. The diagrams of his theoretical formula- 
tions are greatly improved now and complement this nicely 
written book, although it is still encumbered at times with 
unnecessary jargon. 

Perhaps the most controversial addition is the discussion 
of posttraumatic stress disorder. Here he points out that the 
diagnostic criteria for posttraumatic stress disorder in DSM- 
III, which define what constitutes a traumatic event, may be 
too narrow. He notes that some highly stressful events are 
not necessarily “outside the range of human experience,” as 
specified by the manual, “but are shocking and uncommon 
experiences for the individual who undergoes them for the 
first time” (p. 32). This is consistent with the revised version 
of DSM-III (DSM-III-R), published this year. 

Horowitz also points out that intrusive thoughts and 
feelings which may characterize a stress-induced disorder are 
not unique to posttraumatic stress disorder. He notes that 
they are simply “a sign of strain to psychological systems in 
general and may occur in a variety of disorders, following 
internal stressful events such as a shocking dream or night- 
mare ... [and] with upsets caused by increases in internal 
conflict" (p. 34). 

In contrast to some who argue that there is only one type 
of posttraumatic stress disorder, Horowitz reaffirms the 
appropriateness of delayed, chronic, and acute types of 
posttraumatic stress disorder. He also discusses differential 
diagnosis of organic brain syndromes, adjustment disorders, 
and brief reactive psychoses. 

Also, in a later chapter written in collaboration with 
Nancy Wilner, he suggests that the diagnosis of post- 
traumatic stress disorder may not be as useful in some cases. 
He suggests the diagnosis of posttraumatic character disor- 
ders in the case of patients who were highly traumatized 
during adolescence or early adulthood (e.g., combat veterans 
and concentration camp survivors) when "identity is not 
completely consolidated, and the traumatic experiences of 
the war become incorporated into self schemata and con- 
cepts of the relationship of self to the world" (p. 49). 

Thanks to the careful revisions of Stress Response Syn- 
dromes, this second edition will continue to be a primary 
reference for scholars and practitioners interested in trau- 
matic stress. 


CHARLES R. FIGLEY, PH.D. 
West Lafayette, Ind. 
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Psychological Aspects of Surgery, edited by Frederick G. 
Guggenbeim. Basel, Karger, 1986, 225 pp., $59.25. 


This book reviews surgical procedures and the complex 
reactions they engender. The book is divided into two 
sections. The first discusses psychological issues common to 
many surgical patients, and the second deals with psycho- 
logical responses to specific surgical procedures. The chap- 
ters are varied in approach and quality. 

Marie Johnston reviews the literature about the ability of 
preoperative emotional states to predict postoperative recov- 
ery. Many of us learned from the Janis research in the 1950s 
that there was a U-shaped relationship between preoperative 
anxiety and postoperative recovery: the best recovery was 
found in those who expressed a middle range of anxiety 
preoperatively. This has come to be accepted as "the truth," 
despite the fact that numerous studies have failed to replicate 
this finding. Instead, the studies are consistent in finding that 
preoperative anxiety and postoperative psychological com- 
plications are linearly related, thus adding fuel to the con- 
troversy about denial's costs or benefits. Other chapters in 
this section review psychological interventions with surgical 
patients, postoperative delirium, and psychological aspects 
of surgery in children. 

Marcia and John Goin discuss psychological effects of 
aesthetic facial surgery. They point out that psychiatric 
morbidity was higher in older studies than more recent ones 
and infer that changing cultural evaluation of such surgery 
may be responsible. They report that depression, loosely 
defined, troubles about 3096 of patients following face-lifts. 
The best predictors of such postsurgical depression were 
characterological patterns and preoperative depressive symp- 
toms, as opposed to factors such as satisfaction with the 
operative result. Although there is a high rate of such 
depression, it should be emphasized that there is also a 
substantial improvement in morale and functioning in many 
patients following aesthetic facial surgery. 

Stanley Heller and Donald Kornfeld review psychiatric 
aspects of cardiac surgery. They note that even as late as 
1980 there were common misperceptions among patients 
regarding impending cardiac surgery (e.g., one-quarter of 
coronary artery bypass patients thought that the heart was 
removed from the body during the surgery). They note that 
patients often displace their anxiety and irritation onto 
tangential issues, such as needles or troublesome roommates 
and, in contrast, view their surgeon as "golden hands." 
Despite the improvement in angina following coronary ar- 
tery bypass graft, the authors note sexual avoidance, depres- 
sion, and persistent failure to return to work in a substantial 
portion of patients. 

Albert Stunkard, Gary Foster, and Richard Grossman 
review surgical treatment of obesity. They view such treat- 
ment as appropriate only for those with severe obesity, i.e., 
10096 or more above ideal body weight. Other criteria for 
selection of patients for surgery include a negative history of 
alcoholism, drug abuse, or other psychiatric problems that 
might compromise the patient's cooperation. Conservative 
treatment of such patients has been disappointing, and the 
common treatment—dieting—may precipitate emotional 
disturbance, which then blocks further dietary adherence. In 
contrast, gastric bypass surgery seems relatively benign for 
carefully selected patients. The ensuing weight loss is asso- 
ciated with little emotional disturbance, a profound change 
in eating behavior, and even a change in food preferences. 

Norman Levy reviews renal transplantation in a thought- 
ful, clinically useful chapter that guides the psychiatrist 
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unfamiliar with end-stage renal disease through the various 
treatment options. He points out that the decision to donate 
a kidney can be a complex one with numerous family 
reverberations (e.g., the opportunity for redemption for past 
hurts to the family, the wish for greater intimacy with the 
recipient). It is thus not surprising that donors experience 
postoperative blues, particularly if the graft is rejected. He 
also points out that there is a large amount of misinterpre- 
tation regarding implications of transplant surgery, that 
many patients have no accurate concept of immunosuppres- 
sant medications or understanding of rejection, and that 
many have the fantasy that the transplantation will essen- 
tially cure the recipient entirely. The extent of this lack of 
knowledge is striking and reflects a mixture of inadequate 
provision of information and the patient’s denial. 

Sheri Lundberg and Frederick Guggenheim review the 
sequelae of limb amputation, pointing out that patients who 
have had traumatic amputations often present with resent- 
ment and defiance rather than the hopelessness and despair 
of the amputee who has lost a limb because of disease. Other 
chapters review the psychological effects of hysterectomy 
and tubal ligation and the psychiatric sequelae of surgical 
treatment of breast cancer. The volume concludes with a 
chapter on penile prostheses written by Thomas Stewart. 
Stewart reviews the different surgical approaches that are 
used for treatment of impotence, noting that psychogenic 
impotence is not necessarily a contraindication for such 
procedures. 


JOEL E. DIMSDALE, M.D. 
San Diego, Calif. 
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The Catecholamines in Psychiatric and Neurologic Disor- 
ders, edited by C. Raymond Lake, M.D., Pb.D., and Michael 
G. Ziegler, M.D. Stonebam, Mass., Butterworth, 1985, 332 
pp., $35.95. 


This slim, attractively composed, but somewhat over- 
priced volume provides a summary of a broad range of 
contemporary clinical metabolic and pharmacologic research 
on catecholamines pertinent to selected neuromedical and 
psychiatric disorders. For a multiauthored (N=33) and 
highly specialized work, the editors have done an admirable 
job of maintaining fair stylistic consistency, yet there is some 
repetition and only limited cross-referencing between chap- 
ters. The bibliographies are generally good but are not 
authoritative (they are selective and contain some errors). 
Chapter summaries are an excellent idea but vary in style, 
clarity, and utility. The entire book would have been helped 
by an overall final summary to place minutiae into a broader 
theoretical and critical perspective. 

The perspective is clearly Bethesda-oriented and heavily 
influenced by an approach to contemporary biological psy- 
chiatry in which the National Institute of Mental Health 
(NIMH) intramural program largely dominated the field in 
the United States from the late 1950s into the 1970s. Most of 
the contributors are or were trainees or staff investigators at 
NIMH and the nearby Armed Services University for the 
Health Sciences. Many of them have been moving out into 
the university-based academic community—a healthy and 
long-needed trend. Evidence of “Bethesdacentricity” is the 
domination of this volume by norepinephrine and its assay in 
plasma and other body fluids, in which members of the 
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NIMH intramural staff (including several of the authors) 
have made seminal technical contributions and clinical ap- 
plications. 

The book is most stimulating and upbeat in chapters with 
an adrenergic-cardiovascular orientation, including the pref- 
ace and section one, Stress (pp. 1—72), plus chapters four and 
six in section two, Neuropsychiatric Disorders. Some chap- 
ters on other neuromedical topics are wan and unconvincing 
(chapters five, seven, and eight) or overloaded with details of 
rather parochial experience (chapters four, six, and 10). 
There is a tendency to lump together both sound and 
methodologically insecure studies and to emphasize specific 
data without sufficient critical analysis and integration into 
contemporary neuroscience and broader aspects of clinical 
research in psychiatry. The important methods-oriented 
preface is surprisingly superficial in its description and 
analysis of assay methods, and its content is not well 
integrated into subsequent chapters concerning studies using 
these methods. Although the level of scholarship and editing 
are generally good, there are occasional jarring gaffes (e.g., 
misspelling the names of several heroes in the field —Irwin J. 
Kopin [p. xvi], Arvid Carlsson [p. xvii], and Seymour S. Kety 
[p. 309]; describing descending prefrontal cortical catechol- 
amine tracts that have not yet been discovered [pp. 97—98]; 
and calling imipramine a powerful blocker of the uptake of 
dopamine [p. 201]). Other nits could be picked as well, but 
suffice it to say that this book will be of most interest and 
help to research specialists rather than to general psychiatric 
readers. 

The chapters of particular psychiatric interest in sections 
four (Affective Disorders) and five (Schizophrenia) are strik- 
ingly downbeat, despite more than three decades of vigorous 
and expensive research by talented investigators. Mercifully, 
much of the bad news (about negative or inconclusive 
research) is summarized in several good tables and a tele- 
graphic, annotated-bibliography style. For example, the lack 
of a consistent, theoretically compelling, and clinically help- 
ful pathophysiologic role for the catecholamines in major 
depression is emphasized in such statements as, “We con- 
tinue to view the applications of all these measures as 
appropriate to clinical experiments and not to clinical prac- 
tice. .. . Our ability to biochemically subtype the major .. . 
syndromes of . . . depression is rudimentary” (p. 227). “The 
studies cited . . . present an inconsistent and even paradoxi- 
cal picture of noradrenergic function in the affective disor- 
ders" (p. 247). Similarly inconclusive or dour (p. 323) 
characterizations are offered with respect to clinical evidence 
concerning a role of norepinephrine or dopamine in schizo- 
phrenia (pp. 302—303). It is surprising to see the number of 
small, "preliminary," and inadequately controlled clinical 
studies that continue to appear in this field. One longs for 
more definitive critical studies involving large numbers of 
clinically pertinent subgroups of subjects—studies of the 
kind for which NIMH may still be best suited. Although the 
technical and basic scientific contributions of catecholamine 
research in neuropsychiatry have been prodigious, this book 
illustrates the remarkably mixed and inconclusive picture of 
its contributions to clinically helpful advances in the study of 
major idiopathic psychiatric disorders. 

An important view well represented in this book is the 
growing realization that the pharmacocentric search for 
causes of idiopathic psychiatric disorders based on drug 
actions has been painfully simplistic and perhaps logically 
risky. There is an emerging tendency to view metabolic and 
other biologically defined features, frankly, as symptoms and 
not necessarily as clues to critical aspects of pathophysiol- 
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ogy, let alone causes, of idiopathic major psychiatric syn- 
dromes (e.g., bipolar disorder and panic-agoraphobia) and 
protosyndromes (e.g., major depression and schizophrenia). 
Credible clinical research in biological psychiatry requires 
more than a new assay method and samples of body fluid. 
Indeed, the pertinent discussion in several sections of this 
book of nosological and semantic problems in selecting 
patients who might be expected to fall into biologically 
coherent groups is most welcome (e.g., chapters nine and 
12). 

Of possible additional interest to readers of this book are 
a masterful review of its field by Irwin Kopin (1), one of the 
major generative forces in this field at NIMH, and the 
awesome compendium on affective disorders edited by cur- 
rent and past “Bethesdaniks” Robert Post and James Bal- 
lenger (2). For a more gossipy sociological view of the NIMH 
dynasty in contemporary neuroscience and biological psychi- 
atry, there is a new book by Robert Kanigel (3). Overall, I 
give The Catecholamines in Psychiatric and Neurologic 
Disorders a 200 rating on the NIMH grant-evaluation scale 
and recommend it for knowledgeable and skeptical readers. 
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ROSS J. BALDESSARINI, M.D. 
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Neuropharmacology of Serotonin, edited by A. Richard 
Green, M.R.C. New York, Oxford University Press, 1985, 
420 pp., $35.00. 


Serotonin is one of the most important brain neuro- 
transmitters. Such specific behaviors as mood, sleep, appe- 
tite, sexual function, pain sensitivity, circadian rhythms, 
temperature regulation, motor activity, and memory, which 
are disturbed in various psychiatric disorders, are in part 
dependent on serotonergic neurotransmission. Deficiencies 
in serotonergic neurotransmission have been linked to de- 
pression and mania especially but are also thought to be 
relevant to suicide, violence, Alzheimer's disease, schizophre- 
nia, anxiety disorders, obsessive-compulsive disorder, and 
anorexia nervosa. These are only the most important 
neuropsychiatric conditions that have been related to abnor- 
malities in serotonergic transmission; others have also been 
related. In addition, antidepressants, lithium, and ECT have 
profound and diverse effects on serotonergic neurotransmis- 
sion, and there are reasons to believe that at least some of 
these effects are highly important to their therapeutic action. 
For these reasons, it behooves psychiatrists to know as much 
as they can about serotonin and to be in a position to follow 
developments in this rapidly moving field. Specifically, new 
laboratory procedures such as determination of platelet 
serotonin uptake and imipramine binding sites, which mod- 
ify the serotonin uptake process, may have diagnostic utility, 
and new drugs to treat depression and anxiety (e.g., 
fluoxetine, a serotonin uptake blocker, and buspirone, a 
serotonin agonist) are expected to be available shortly. 

Neuropharmacology of Serotonin is an excellent resource 
book for anyone interested in review articles covering the 
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major basic science aspects of serotonin physiology and 
psychotropic drugs. Its 14 chapters are authoritative, com- 
prehensive, clearly written, and as up-to-date as one can 
expect. Reviews of this depth are not available in a single 
source anywhere else. 

The chapters of greatest interest to psychiatrists might be 
Briley’s review of imipramine binding, Leysen’s chapter on 
serotonin receptor binding sites, Ogren and Fuxe’s chapter 
on the effect of antidepressant drugs on serotonin receptors, 
DeMontigny and Blier's discussion of the electrophysiologi- 
cal effects of antidepressants on serotonin neurons, Gard- 
ner's discussion of the role of serotonin in animal models of 
anxiety, and the editor's summary chapter on current re- 
search on serotonin and its clinical implications. Other 
chapters cover serotonin synthesis and metabolism, second 
messengers for serotonin, serotonin neuron electrophysiol- 
ogy, serotonin and hallucinogenic drugs, and effect of sero- 
tonin on rodent and invertebrate behaviors. 

Some of the clinical implications of current serotonin 
research are worth noting here to help to understand the 
importance of this material. Multiple serotonin receptors 
have been identified by using classical techniques such as in 
vitro binding and in vivo pharmacological stimulation and 
antagonist studies. The full catalog of serotonin receptors is 
not yet known; there are still significant gaps in the 
pharmacologic armamentarium needed to define even the 
known receptors, e.g., specific antagonists for 5-HT,, and 
5-HTi, receptors. Buspirone, a novel anxiolytic whose 
mechanism of action was at first a mystery, was found to be 
an extremely potent 5-HT;4 agonist. None of its other 
pharmacological effects appears to be related to its anxiolytic 
properties. Further research with this and related compounds 
could profoundly modify current theories of what causes 
anxiety and how all anxiolytic drugs act. Another important 
clinically significant finding is that antidepressant drug treat- 
ments and ECT produce profound changes in 5-HT> ligand 
binding site number—but in the opposite direction! Most 
studies suggest that both enhance serotonergic neuro- 
transmission, however. What is the relationship between 
ligand binding studies, true receptor changes, and functional 
effects? Finally, in view of the evidence for the importance of 
other neurotransmitters such as norepinephrine, dopamine, 
and acetylcholine for depression, studies reported in this 
book that reveal reciprocal influences of these on each other 
are of special interest. One of the most intriguing aspects of 
this whole story is how a serotonin deficiency may be related 
to both depression and mania and why drugs that enhance 
serotonergic neurotransmission could have both antidepres- 
sant and antimanic effects. 

In summary, this is a good starting place for serious 
students of serotonin research, especially the many residents, 
fellows, and junior faculty who should be contemplating 
initiating research in this important and exciting area. 


HERBERT Y. MELTZER, M.D. 
Cleveland, Obio 


Fundamental Neuroanatomy, by Walle J.H. Nauta and 
Michael Feirtag. New York, W.H. Freeman and Co., 1986, 
329 pp., $39.95; $26.95 (paper). 


For the average psychiatrist the word “neuroanatomy” 
triggers a cascade of long-suppressed memories. We recall 
the smell of brains in formalin, devilishly complex diagrams, 
unintelligible photographs, and the fear that the examiner, 
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intuiting our Achilles heel, would demand a discussion of 
some tract or nucleus. The nature of our practice and the 
abundance of colleagues in neurology have allowed most of 
us, thinking of the brain as a black box, to survive quite well 
once the Board examinations are over. Such a position may 
soon become less tenable. Recent scientific advances have led 
to increasing delineation of biological substrates mediating 
not only the major psychiatric illnesses but much of human 
behavior. In the future it is likely that we will need more, not 
less, understanding of the brain’s structure and function. 

Nauta and Feirtag’s book is not only a cursory survey of 
where neuroanatomy has been since we left medical school 
but a second chance to understand if not to learn the basics. 
The title Fundamental Neuroanatomy does not do the book 
justice because, as the authors acknowledge, the text includes 
elements of all the neurosciences—from physiology to em- 
bryology. It is a fundamental approach that "assumes no 
special knowledge on the part of the reader.” The body of 
knowledge is virtually built from the ground up. 

The authors lead with a gentle discussion of the phy- 
logeny, anatomy, and function of the neuron and set the tone 
for the book as a whole. It presumes an inquisitive reader 
and leads him or her to develop an understanding rather than 
a factual catalog of the CNS. It is a story, not an encyclope- 
dia. Current knowledge of the CNS is interwoven with the 
history of its discovery. Facts appear as solutions to a puzzle. 
Etymology is explained. The text moves languidly at times 
but is eminently readable. The neurons join in connecting 
nets, and we are gently introduced to neural pathways that 
gradually increase in complexity. Connections of systems 
like the limbic or sympathetic are related to function. The 
schematic diagram of the CNS that appears repeatedly with 
different pathways highlighted is initially intimidating, and 
one might have wished that the various connections ap- 
peared as they were introduced, but it does in the end convey 
a sense of the CNS as a whole. 

It is not until almost halfway through the book that 
neuroanatomy as we knew it—represented by schematic 
cross sections, black and white photographs, and eponymic 
cell groups—appears. We move along the spinal cord, 
through the brainstem, and upward. Although the photo- 
graphs and diagrams lighten the task, the reader must adopt 
a slow pace and then retrace his or her steps several times. 
The organization of the brainstem is complicated, but effort 
expended to understand it is gradually rewarded. 

The authors cleverly introduce the cerebral hemispheres by 
building them up schematically from the inside out in five 
steps. The maneuver is a welcome one because, as is usual in 
this book, the basic structure becomes easy to understand as 
well as remember, and it provides a reference point for 
further discussion. The atlas of cross sections of the forebrain 
contains clear color photographs and corresponding sche- 
matic diagrams that are as good as can be wished for. It is a 
pleasure to move with facility from the schematic to the 
photograph and not have to wonder whether the thalamus is 
indeed where the diagram shows it to be. Although the 
accompanying narrative demands careful reading, the pace is 
lightened by a sprinkling of clinical correlates and historical 
anecdotes, such as the one about how the substantia in- 
nominata got its name. 

The cerebellar cortex and neocortex, respectively, are 
presented near the end. Recent discoveries such as the 
columnar organization of the visual cortex and its functional 
implications are noted. In the final chapter the authors raise 
questions for the future that range from the clinical to the 
metapsychological. They also reinforce a familiar theme— 
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that the basic wiring of the CNS, which appears so elegantly 
straightforward in their diagrams, belies a complexity that 
taxes the imagination. It reminds us that we are but in the 
infancy of neuroscience. The unspoken warning is against 
excessive and premature reliance on simple models of brain 
function. 

The authors have tackled a difficult area and made it 
accessible while conveying an appreciation of its complexity. 
Using narrative, they provoke as well as anticipate questions, 
weaving tales of discovery into the fabric of facts. By 
engaging our curiosity and sense of wonder they dissipate 
much of the expected tedium. The discussions of functional 
subunits, such as cranial nuclei and cortical areas, have a 
clinical bent but a gentle one. The book does not pretend to 
supply the clinical or scientific detail in neuroanatomy that 
the specialist will need. However, the medical student, the 
psychiatric resident, and any of us who feel the need to brush 
up and catch up will find it not only invaluable but surpris- 
ingly readable. 

Nauta and Feirtag set out to provide the reader with a 
basic understanding of CNS structure. Their vehicle is a 
well-written book that engages as it instructs. It will be a 
most welcome aid to anyone needing a neuroscientific intro- 
duction to human neuroanatomy. 


GEORGE E. JASKIW, M.D. 
Wasbington, D.C. 


Neurotransmitter Receptor Binding, 2nd ed., edited by 
Henry I. Yamamura, S.J. Enna, and Michael J. Kuhar. New 
York, Raven Press, 1985, 256 pp., $54.00. 


This text is becoming a classic in the field of neurotrans- 
mitter receptor binding. It is written as a guide to laboratory 
analysis rather than as a treatise on theories of neurotrans- 
mitter receptors. As such it is practical, readable, and 
straightforward, combining concise discussions of theory 
with precise instructions on the performance of assays. Even 
more important are the sections on data analysis, which 
clearly explain the rationale behind the equations used to 
analyze results of the assays. 

The editors have organized the book so that various 
chapters may be read independently, depending on interest. 
The first three chapters provide background on issues in- 
volved in studying receptors and should be read by everyone 
reading the book. The chapters that follow are filled with 
specifics of analysis, applicable to those with interests in the 
various techniques. New to this edition are chapters on 
peptide receptor binding and ion channel binding as well as 
illustrations on the use of DNA technology in studying 
receptors. 

This book will continue to be of great use to investigators 
involved in receptor binding work. For those who have read 
the first edition, the book has been updated with the latest in 
technology and thought. For the reader with little back- 
ground in receptor binding, the book is a perfect introduc- 
tion, with enough theory to facilitate understanding and 
specific instructions on how to perform and interpret various 
assays. Receptor binding studies are being applied to psychi- 
atric research more frequently and this book will help us ail 
to understand the strengths and pitfalls of this exciting 
neuroscience technique. 


KEITH L. ROGERS, M.D. 
Iowa City, Ilowa 


Am I P«uchiatro 144:9. Sentember 1987 





ALCOHOLISM 


Recent Developments in Alcoholism, vol. 4, edited by Marc 
Galanter. New York, Plenum, 1986, 453 pp., $59.50. 


Each volume in this series is structured in the same manner 
and covers four topics related to alcoholism. Each topic is 
introduced by a section editor, followed by four or five 
chapters by different authors. This structure is logical and 
frequently is sufficient to give comprehensive coverage to a 
topic without being repetitive if the section editor gives the 
authors adequate direction. In this volume, the editors have 
been reasonably diligent. 

The first section is concerned with combined alcohol and 
drug abuse problems. An excellent opening chapter reviews 
the difficulties in measuring the presence, correlates, and 
consequences of multiple drug abuse. The important point is 
made that multiple drug abuse is widespread but under- 
recognized and that the current concentration on single 
abuse models does not accurately reflect clinical realities. 
Another chapter in the section argues that all abusers, after 
detoxification, should be treated by the same methods and 
personnel. Although logical reasons are given for this view, 
no data are presented to support it. The other two chapters 
in this section concern the pharmacological and clinical 
effects of combining sedative-hypnotics (including alcohol). 
These chapters clearly present what is known about these 
interactions while lucidly discussing the difficulties in re- 
searching the effects of such drug-drug interactions given the 
large number of possible combinations and variables. A 
weakness of this section is that it has only a cursory 
discussion of alcohol in combination with stimulants, mari- 
juana, hallucinogens, opiates, or tobacco. 

The second section contains four chapters on typologies of 
alcoholics. This is an increasingly important area of alcohol- 
ism research and is concerned with methods of classifying 
alcoholism into various subtypes. The hope of this research is 
that specific subtypes will be related to specific etiologies, 
prognoses, and/or responses to treatments. Each subtype 
could then be treated with a specific therapy, in contrast to 
the current practice of every patient receiving essentially the 
same treatment, which is of limited effectiveness. The open- 
ing chapter is an interesting review of English, German, 
French, and American typologies of alcoholism used in the 
nineteenth and twentieth centuries. This chapter highlights 
the fact that many of the problems currently facing typolog- 
ical systems were recognized in the past. Three chapters 
discuss various issues in current alcoholism classification 
research. One of the issues is whether categorical (each 
subtype is distinct and discrete) or dimensional (each subtype 
is on a continuum with other subtypes) models are more 
appropriate. Another is whether empirical (dividing types by 
the results of some measure such as the MMPI, for example) 
or theoretical (dividing types into categories presumed a 
priori to differentiate between alcoholics, such as sex and 
family history) approaches are more fruitful. Still another is 
whether cluster or factor-analytic statistical methods are 
better at dividing alcoholics in a clinically relevant manner. 
There is also a chapter discussing the subtyping of alcohol- 
ism by the co-occurrence of hyperactivity, antisocial person- 
ality, and a family history of alcoholism. This chapter 
concludes that subtyping by the last two factors may distin- 
guish alcoholics in terms of severity and course of alcohol- 
ism, response to treatment, and age at onset of problem 
drinking. This section gives the sense of much ferment and 
activity and increasing attention being given to clarifying 
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research questions, problems, and methods. Whether such 
typologies lead to clinically relevant results, such as differ- 
ential treatment, remains to be seen. 

The third section: reviews aspects of the alcohol with- 
drawal syndrome. The first two chapters discuss the effects of 
alcoho! intoxication, tolerance, and withdrawal on cellular 
membranes, neuroendocrine systems, and neurotransmitter 
levels. These chapters are succinct, current, and well refer- 
enced. The final two chapters of this section review clinical 
aspects of alcohol withdrawal, including symptoms, assess- 
ment methods, pharmacological and nonpharmacological 
treatment, and management of special problems such as 
withdrawal occurring with medical, psychiatric, and/or other 
substance abuse problems. Both chapters are scholarly, 
cogent, and practical. 

The final section concerns renal and electrolyte conse- 
quences of alcohol abuse, a topic usually given only cursory 
attention in most discussions of alcoholism. The section’s 
four chapters were written by the same two authors, which 
gives them a coherence that is of value in this somewhat 
technical area. Much of the section is devoted to renal and 
electrolyte problems seen in the cirrhotic patient with ascites, 
although problems encountered in the acute and chronic 
noncirrhotic alcoholic are also covered. These chapters are 
very well referenced, thorough, and lucidly written and will 
serve well as the standard review of this topic. 

In summary, although not every section of this book is of 
interest to every potential reader, each topic is covered in 
sufficient depth, currency, and clarity to be of value to the 
neophyte and the seasoned researcher/clinician. This volume, 
in conjunction with the others in the series, continues to live 
up to the intent of the series “to span the breadth of research 
from epidemiological and preclinical issues to ones of clinical 
management.” 


BARRY LISKOW, M.D. 
Columbus, Ohio 


Research Advances in Alcohol and Drug Problems, vol. 8, 
edited by Reginald G. Smart, Howard D. Cappell, Frederick 
B. Glaser, Yedy Israel, Harold Kalant, Robert E. Popham, 
Wolfgang Schmidt, and Edward M. Sellers. New York, 
Plenum, 1984, 333 pp., $49.50. 


This volume is the eighth in the Research Advances series 
edited by a distinguished group of investigators from the 
Addiction Research Foundation of Ontario. This volume is 
described as an omnibus rather than a theme volume and 
includes research on alcohol, opiates, and tobacco. There is 
no connecting bridge between the chapters, and each chapter 
really stands alone. Taken as a whole, the volume will be of 
limited interest to practicing psychiatrists, even those with a 
substantial interest in clinical aspects of the substance abuse 
area. 

The opening chapter by Prof. Lars Terenius on opiate 
tolerance and dependence includes an excellent review of the 
past decade of research on opiate receptors and the homeo- 
static regulation of endorphin systems. Among other major 
points, Terenius indicates that despite more than a decade of 
research, there are no available experimental data suggesting 
changes in the gross number of receptors or overall peptide 
levels as a consequence of chronic opioid treatment. This 
may be because “both receptors and peptides may occur in 
such surplus that changes become unobservable.” Terenius 
urges studies of regional brain differences in peptides and 
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receptor function in response to chronic opioid administra- 
tion to attempt to relate tolerance and physical dependence 
to changes in neurochemistry. 

The chapter by Deitrich and Spuhler provides an excellent 
review of the genetics of alcoholism and alcohol’s actions in 
human populations and animal models. Deitrich is a 
pharmacogeneticist, and his review of both human and 
animal studies represents a scholarly state-of-the-art analysis 
of a very complex area of active investigation. Skinner’s 
paper on assessing alcohol use by patients in treatment is a 
very useful primer that should be required reading in alcohol 
treatment programs and general medical settings. He clearly 
differentiates between assessment of alcohol consumption, 
alcohol dependence, and alcohol-related disabilities in a way 
that is seldom applied adequately in treatment settings. 
Skinner reviews the data on a variety of research instruments 
and various biochemical markers that have been used to 
assess alcohol consumption. 

Finally, Vaillant offers another of his well-written state- 
ments that emphasize psychopathology as a consequence 
of alcohol addiction. He cites data from a variety of longi- 
tudinal studies that minimize the importance of psychopath- 
ology as a risk factor for the development of alcoholism. 
It is somewhat paradoxical that Vaillant, again in this 
chapter, emphasizes genetic etiology and minimizes any 
risk associated with antisocial personality disorder or other 
personality abnormalities, while Cloninger (who has worked 
in the area of population genetics) has recently empha- 
sized the importance of certain personality variables as risk 
factors for the development of alcoholism. The relationship 
between alcoholism and psychopathology is obviously com- 
plex. 

Other chapters in the book will not be as interesting to 
psychiatrists. There are chapters on less hazardous tobacco 
use as a treatment for health-related problems associated 
with smoking, epidemiological and other studies of driver 
impairment and alcohol-related collisions, alcohol consump- 
tion and ischemic heart disease, epidemiological evidence on 
the effects of heavy alcohol consumption on physical health, 
and alcohol self-administration by experimental animals. 
The advantages of this book, as part of this larger series, is 
that the authors have the opportunity to speculate more 
freely than they might in peer-reviewed journal articles. 
Although there are pros and cons to this, the distinction of 
the authors assures a quality product in each chapter. 
Unfortunately, the heterogeneity of subjects in this particu- 
lar volume probably limits its overall usefulness to our spe- 
cialty. 


ROGER E. MEYER, M.D. 
Farmington, Conn. 


CHILD PSYCHIATRY 





The Clinical Guide to Child Psychiatry, edited by David 
Shaffer, Anke A. Ehrhardt, and Laurence L. Greenhill. New 
York, Free Press, 1985, 604 pp., $45.00. 


This excellent book addresses a variety of needs within 
child psychiatry. In size it occupies a middle ground between 
comprehensive textbooks such as Child and Adolescent 
Psychiatry (1) and the Basic Handbook of Child Psychiatry 
(2) and the various brief, usually paperbound, synopses. It 
successfully attempts to provide a comprehensive update 
from a unique perspective: it not only catalogs the scientific 
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advances of the last 15 years but also demonstrates how they 
inform modern clinical practice. It is perhaps closest in 
mission to the child psychiatry units of the third and fourth 
editions of the Comprehensive Textbook of Psychiatry (3, 
4); however, these units must necessarily cover a wide 
breadth of topics. The Clinical Guide to Child Psychiatry 
takes a new tack. In the first of its three units, the editors 
have selected as chapter topics a broad, although not ency- 
clopedic, list of clinical disorders that form the bulk of 
contemporary child psychiatric practice. They have then 
assembled a group of distinguished authorities to address 
these topics in detail. Among these are included Michael 
Rutter, whose chapter on autism deserves special commen- 
dation; Donald Cohen, James Leckman, and Bennett 
Shaywitz on Tourette’s disorder and tics; Paul Ambrosini 
and Joaquim Puig-Antich on depression; Judith Rapoport; 
Katherine Halmi; Dorothy Otnow Lewis; and many others. 

Whether by intent or coincidence, the editors have repeat- 
edly identified areas in which practitioners frequently feel a 
need for an update and reorientation. All of the chapters 
maintain a strong clinical orientation; the scientific material 
that is presented, although usually quite comprehensive, is 
always addressed from a perspective of clinical utility. I was 
regularly struck by the way each chapter naturally lends itself 
to an understanding of the comprehensive diagnosis and 
management of the disorder addressed. 

The first unit alone would make this a valuable book. 
However, the editors have produced two more units of 
comparable worth. Part two, Evaluating Problems—The 
Diagnostic Approach, is a masterful summary, in a little over 
100 pages, of a comprehensive and modern approach to the 
diagnostic assessment of all children. Part three, General 
Notes on Treatment Approaches, addresses the current state 
of the art of pharmacotherapy and several psychotherapies 
of children. It does not presume to be a comprehensive 
treatment of these subjects but succinctly identifies current 
trends and controversies of interest to practitioners. 

This is a superb book, made up of contributions from 
knowledgeable and articulate authors. Its topics have been 
selected thoughtfully to address the needs of clinicians in 
general rather than the special interests of particular schol- 
ars. The editors and contributors are to be commended for a 
remarkable consistency of good writing, characterized by 
both authority and clarity. The typeface, subheadings, and 
physical layout of this book also make it eminently readable. 

The Clinical Guide to Child Psychiatry will be useful to 
many readers. In general, it presupposes some basic knowl- 
edge of children’s development and behavior; readers who 
are very inexperienced in this area may wish to begin with 
one of the synopses or perhaps the child psychiatry unit in 
the fourth edition of the Comprehensive Textbook (4). Both 
pediatricians and nonmedical mental health professionals 
will find this book a good orientation to contemporary child 
psychiatry, and child Fellows will value it as they begin their 
work with children. Professors and training directors will 
find it a useful syllabus and teaching guide, and I suspect it 
would be an excellent text for Board examination review. 
But it may be welcomed most of all by those of us already in 
clinical practice, whose training reflected the more tradi- 
tional strengths of our discipline. We will use this book to 
augment our experience with an accessible introduction, 
actually more than an introduction, to much that has come 
forth in recent years for the benefit of our patients. The 
bookshelf containing this text alongside Rutter and Hersov 
(1) for scientific detail and the Basic Handbook (2) for 
traditional wisdom will be well endowed. 
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WILLIAM M. KLYKYLO, M.D. 
Cincinnati, Obio 


Psychopathology of Childhood: A Clinical-Experimental 
Approach, 2nd ed., by Steven Schwartz and James H. 
Jobnson. New York, Pergamon Press, 1985, 456 pp., 
$24.50. 


This text has been written to provide readers with current 
knowledge about child psychopathology. The book has 11 
chapters, beginning with an introductory chapter on the 
historical, theoretical, and methodological issues in 
children's psychopathology. This is followed by chapters 
that discuss assessment, common developmental problems, 
schizophrenia, brain pathology, “neurotic? disorders, psy- 
chological factors and physical disorders, cognitive disor- 
ders, juvenile delinquency, psychological approaches to child 
treatment, and a final chapter on the prevention of child 
psychopathology. Clearly, the authors have conscientiously 
covered all the major areas in child psychopathology. Al- 
though such comprehensiveness is commendable, it might 
also be a weakness in that no one topic is covered in 
substantial depth. 

The authors stress that they want to provide students with 
a greater appreciation of the importance of developmental 
variables in child psychopathology. In this effort they have 
been successful. The major theories and principles of child 
development are discussed in chapter one, and the develop- 
mental implications for each area of children's psychopathol- 
ogy are presented throughout the text. The authors also state 
in the preface that it is their intention to stress research rather 
than to present clinical material. Here, too, they are true to 
their goal. They discuss the major theories and research 
associated with each area of psychopathology and evaluate 
the current state of the research that is now being done, 
although this is weighted more toward psychology than 
psychiatry; they also make concrete suggestions for improv- 
ing future research studies. In this regard, their chapter on 
intellectual and cognitive disorders is exemplary. They have 
written a particularly provocative account of the issues and 
problems associated with investigating children's cognitive 
development. This chapter is a must for anyone interested in 
doing research in children's typical and atypical cognitive 
development. 

It is difficult to decide what type of reader would most 
benefit from this text. The authors recommend that the 
reader have some working knowledge of psychology, and we 
would further suggest that readers have some knowledge of 
research methodology to be able to keep pace with rapid-fire 
presentation of facts and to understand the subtleties of the 
authors' research analyses. This text has really been written 
by psychologists for advanced psychology students and for 
professionals with some psychology background. For clinical 
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child psychiatrists or other psychiatrists interested in child 
psychopathology, the depth is similar to that found in the 
child psychiatry sections of the major adult psychiatry texts, 
although the research issues are better articulated here. 

In summary, since the book does not cover the topics 
involved in child psychopathology in sufficient depth, it is 
probably not an appropriate choice for a classroom text- 
book. However, for individuals with some psychology and 
research methods background, it is an excellent resource and 
reference book that provides a comprehensive overview of 
the current developments and research issues in the major 
areas of children's psychopathology. The text contains ex- 
cellent summary references for readers who want to pursue a 
topic in greater detail. 


GABRIELLE A. CARLSON, M.D. 
PATRICIA MURRAY, PH.D. 
Stony Brook, N.Y. 


Low Achieving Children: The First Seven Years, edited 
by Sarah H. Broman, Ellen Bien, and Peter Shaughnessy. 
Hillsdale, N.J., Lawrence Erlbaum Associates, 1985, 170 
pp., $19.95. 


Learning disabilities have been difficult to define and treat, 
yet several strongly held theories for their genesis have been 
promulgated. Meager facts are a fertile bed for intense 
advocacy concerning causes and outcomes. It has become 
commonplace to encounter descriptions of specific causes of 
learning disabilities and to find all manner of behavioral, 
emotional, cognitive, social, and vocational problems as- 
cribed to the presence of learning disabilities. This occurs 
with an aura of finality, dismissal of further responsibility for 
evaluation, relief that other complex factors do not contrib- 
ute, and the sense that a highly specific phenomenon has 
been identified that determines a correspondingly specific 
treatment. Unfortunately, learning disabilities typically come 
packaged in a great deal of ambiguity and in the company of 
multiple influences that could lead to similar outcomes. The 
myths generated by the tendency to oversimplify can inter- 
fere with the willingness for diligent work required to 
establish the facts. This excellent book uncovers myths as it 
reports on learning disabilities as an outcome in a well- 
conceived, meticulous, prospective study. This accomplish- 
ment is not the final perspective on this problem, however, 
because the research design suffers from limitations that were 
unavoidable at the time it was initiated. New research is 
underway that should help alleviate the fear that new myths 
will arise in place of the old. 

Estimates of the prevalence of learning disabilities among 
school-age children vary from 2% to 20%, clearly a very 
large number of children. This broad range reflects diffi- 
culties defining the problem. Most clinicians agree that a 
specific learning disability is present when a youngster shows 
a marked discrepancy between his or her achievement level 
and age and intellectual ability (when the child has had 
access to an appropriate learning environment and there is 
no obvious cause for his or her poor performance). Render- 
ing this into a more specific operational definition has been 
difficult. To make matters worse, related concepts and 
disorders, such as dyslexia, minimal brain dysfunction, hy- 
peractivity, attentional dysfunction, and conduct disorders, 
overlap the construct of learning disabilities and resist easy 
definitional separation. These ambiguities are paralleled by 
the presence of multiple etiological theories, including ge- 
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netic influences, perinatal complications, psychological fac- 
tors, family characteristics, language impairments, and the 
ill-defined “maturational lag.” In this context of confusion a 
substantial group of clinicians and investigators came to 
view complications in pregnancy and the perinatal period as 
determinants of an underlying brain damage that caused 
later learning disabilities. This reflected the sensible theory of 
a continuum of reproductive casualty: abnormal intellectual, 
language, and behavioral sequelae of increasing severity that 
correspond to a comparable gradation of brain damage. 
The Collaborative Perinatal Project, begun in 1959, pro- 
vided an opportunity to examine the consequences of com- 
plications during pregnancy and the perinatal period. Re- 
search teams in 12 medical centers followed 34,875 children 
from 53,043 pregnancies through 1974, from their mothers’ 
pregnancy through 7 years of age. Abnormal outcomes of 
central interest were cerebral palsy, mental retardation, 
congenital malformations, and learning disorders. This book 
reports on the antecedents and symptoms of children with 
learning disorders. “Low achievers” were defined by IQ 
scores of 90 or above at age 7 and achievement levels more 
than 1 year below grade placement in reading or spelling. 
This generated a sample of 994 low-achieving children 
{about 3% of the children in the population sample) to 
which control groups six times as large were matched for age 
and IQ scores. Subgroups were formed by sex, race, extent of 
academic impairment (indicating a lower-achieving sub- 
group), cognitive level (low-, middle-, and high-IQ sub- 
groups), reading skills (the poorest readers), and behavior 
(the hyperactive children). Comparisons between control 
and subject groups then were carried out in the domains of 
prenatal and perinatal characteristics, neurological signs, 
verbal and perceptual-motor abilities, family characteristics, 
and other possible etiological factors or correlates. 
Expectations of the project planners concerning the out- 
come of this mammoth enterprise are clear. As Dr. Arnold 
Sameroff indicates in his fine introduction to the monograph, 
of the 169 variables examined, 161 described the medical 
and developmental characteristics of the mother and child. 
Although only eight variables pertained to family character- 
istics, it is fortunate that the protocol planners had the 
prescience to include them. The outcome of the research 
supports results emerging from other groups of children 
studied: low academic achievement is related to “lower 
socioeconomic status, less maternal education, higher birth 
order, and larger family size." In further agreement with 
earlier research, most of the children with learning disabili- 
ties were boys, and an association between poor academic 
performance and behavioral problems was observed. Among 
the lower-achieving subgroup, behavior problems were more 





prevalent among whites and physical problems (a hearing 
deficit in 196 and suspicious neurological findings) more 
common among blacks. When the lower-achieving subgroup 
was examined separately, gestational and perinatal compli- 
cations played a role, particularly among girls. For the larger 
group, however, the authors make the clear statement that 
"although biological factors were identified as antecedents 
and correlates of low achievement, they were diffuse and 
relatively weak as discriminators." 

This is a spare book, given neither to literary ornamenta- 
tion nor to a broad theoretical discussion of the study's 
outcome. This reflects the conservative title of the book, 
which avoids the term "learning disabilities," and is as it 
should be in a report of the Collaborative Perinatal Project, 
which is such a significant contribution to our understanding 
of developmental pathology. There will always be discus- 
sions of how it could have been done better, regardless of 
realistic limitations at the time of its initiation. The terse 
style—short chapters focused on findings for specific sub- 
groups and related topics, tables crammed with facts, a brief 
review of each table—creates a book difficult to read cover- 
to-cover without losing one's way occasionally. Yet it con- 
structs a record that will be examined frequently by anyone 
interested in vulnerable children, learning disabilities, and 
development in early childhood. 

The overall outcome may have surprised the planners of 
this important research project. The molding influence of the 
environment is again affirmed, and it is obvious that medical 
concerns about morbidity among vulnerable children merge 
into the socioeconomic concerns of our communities. Yet we 
must be cautious to avoid further entrapment by bias. More 
sophisticated technology now makes it possible to select 
better differentiated subgroups of infants, especially through 
new imaging methods. Ássociations among gestational and 
perinatal events and later intellectual and behavioral out- 
comes in the larger group of vulnerable children were likely 
to be washed out; on the other hand, better selected sub- 
groups (e.g., those with hemorrhage defined by ultrasonog- 
raphy) have a higher probability of demonstrating these 
associations. A sensible model reflecting our current knowl- 
edge would describe the effects of brain damage and envi- 
ronmental influences in early childhood as additive and 
interactive. There are no simple formulas for the fluid 
development of the first years of life. Knowing this, physi- 
cians face formidable challenges for the children in their 
offices, just as we all do for the children in our neighbor- 
hoods. 


J. GERALD YOUNG, M.D. 
New York, N.Y. 


Reprints of Book Forum reviews are not available. 
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Treatment of an Anorexia Nervosa Patient With 
Fluoxetine 


Sin: Patients with chronic anorexia nervosa and bulimia 
often present difficult clinical management problems. In 
addition to being biologically predisposed to depression, 
after years of self-induced vomiting, laxative abuse, and 
self-starvation with eccentric dietary predilections they may 
be metabolically and/or neurochemically compromised. The 
treatment of these patients with antidepressant medications 
has been well documented (1). Each new antidepressant 
investigated has held out hope for greater efficacy. Unfortu- 
nately, two have recently been withdrawn from the market 
because of serious side effects (2, and unpublished manu- 
script by R.G. Horn et al., “Treatment of Bulimia With 
Bupropion,” 1987). The following case history illustrates the 
sequential treatment of one patient with multiple conven- 
tional and "novel" antidepressants and an eventual positive 
response to fluoxetine. 


Ms. A, a 42-year-old single white woman, presented a 
lifelong history of eating problems. Her compulsive 
overeating began at age 14. She had an episode of anorexia 
at age 15 and then became obese by age 17. Multiple 
hospitalizations for bulimia and anorexia nervosa fol- 
lowed during a subsequent 25-year history of unsuccessful 
treatment that included trials of lithium carbonate, imip- 
ramine, doxepin, amitriptyline, amoxapine, trazodone, 
phenelzine, tranylcypromine, and thioridazine. Ms. A 
could not tolerate the side effects of the monoamine 
oxidase inhibitors (MAOIs), and she was not helped by the 
tricyclic antidepressants. She was prescribed nomifensine, 
to which she had both an antidepressant and an antibu- 
limic response. Unfortunately, she developed a persistent 
fever, which remitted when the drug was discontinued. In 
a double-blind study, while she was at a normal weight, 
she was prescribed bupropion, to which she responded 
very favorably. After 3 weeks of treatment, however, she 
suffered a grand mal seizure, possibly by activating an old, 
silent parietal lobe infarction caused by trauma 16 years 
previously. Despite her desire to continue on the medica- 
tion because she had the first total relief of her symptoms 
in 28 years, it was decided that, even with phenytoin, a 
rechallenge with bupropion could not be justified. 

Ms. A, at this point 15% underweight, was started on 
fluoxetine in a humanitarian protocol, and the dose was 
increased over a 2-week period to 80 mg/day without 
major adverse effects. Within 3 weeks she was free of her 
bulimic symptoms, her mood had markedly improved, and 
she had gained 6 lb. without dietary prescription and 
without psychotherapeutic intervention. Her food prefer- 
ences broadened considerably during this time. 


This case indicates the need for multiple trials of medica- 
tion before achieving a successful therapeutic outcome in 
patients chronically afflicted with eating disorders. It also 
emphasizes the relative safety of fluoxetine. This patient was 
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intolerant of the side effects of MAOIs, was not helped by 
tricyclic medication, developed a drug fever with nomifen- 
sine, and had a seizure with bupropion. Fortunately, she 
responded to fluoxetine; she was still doing well after 12 
months of treatment. 
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Relief of Obsessive-Compulsive Symptoms by LSD and 
Psilocin 


Str: An unusual case of a patient with both obsessive- 
compulsive disorder and multiple substance abuse provides 
strongly suggestive support for a role of the serotonin system 
in obsessive-compulsive disorder. 


Adam, a 17-year-old white high school senior, had 
severe obsessive-compulsive disorder that had begun at 
age 8. Since age 13, his mind had been so preoccupied by 
obsessive thoughts that he was unable to do any task 
spontaneously. All acts had to be done in a certain way 
and a certain number of times. He showered by lathering 
the soap 22 times. He was unable to walk down a corridor 
unless he tapped the correct amount of times on the wall 
and could not complete any school assignments because 
written alphabet letters had to end “in a certain way going 
up.” He was acutely aware of the irrationality of these 
thoughts and rituals. 

Since the age of 14, Adam had extensively abused drugs; 
he had observed three different kinds of effects on his 
obsessive-compulsive disorder symptoms from these sub- 
stances: specific selective improvement, nonspecific im- 
provement, and specific worsening. LSD (which he had 
used more than 100 times) made his obsessive thoughts 
slightly worse for an hour, followed by total remission for 
4-5 hours. “Mushroom” (psilocin) and mescaline, which 
he had used about 20 times each, also made the thoughts 
totally disappear. 

Cocaine (used more than 100 times) and amphetamine 
{used about 15 times) worsened the thoughts, so that he 
would spend hours touching the walls 22 times. 

In contrast to these selective changes, cannabis, 
phencyclidine, barbiturates, methaqualone, morphine, co- 
deine, and alcohol did not change the frequency or the 
intensity of the obsessive thoughts but just “made every- 
thing easier to bear.” 


The psychedelic drugs LSD, psilocin, and mescaline act on 
the serotonergic system, both pre- and postsynaptically, at 
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several sites within the brain (1). Morphine, codeine, and, 
possibly, phencyclidine affect opiate receptors, and their 
effects are not thought to be primarily related to monoamine 
systems (2). Amphetamine and cocaine, which worsened the 
patient’s thoughts, both rélease and block the uptake of 
catecholamines, resulting in a general stimulation of the CNS 
(2). Cannabis’s mechanism of action is not known, but it 
does not act directly on monoamines (2). Barbiturates and 
alcohol, which are CNS depressants, affect both excitatory 
and inhibitory synaptic transmission, with complex CNS 
effects not tied directly to monoaminergic systems (2). 

The reports of this patient, who had no knowledge of 
biochemistry, are of great interest, as they are consistent with 
a serotonin hypothesis of obsessive-compulsive disorder. In 
addition to the well-documented efficacy of clomipramine in 
obsessive-compulsive disorder, augmentation of clomipra- 
mine by L-tryptophan and lithium has been reported (3). 
Furthermore, response to clomipramine has been correlated 
with higher pretreatment platelet serotonin concentration 


(4). 
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Treatment of Premature Ejaculation With Lorazepam 


Sir: I should like to report the case of a patient who was 
recently referred to me with a complaint of premature 
ejaculation. 


Mr. A, a 71-year-old widower, reported a lifelong 
history of ejaculating shortly after intromission (usually 
within 30 seconds). This had only become a concern when 
the patient began dating after his wife's death. He reported 
coital activity at least once weekly, seldom with the same 
partner. Conjoint behavioral treatment of his complaint 
was unacceptable because Mr. A did not have a steady 
sexual partner and he was unwilling to involve one of his 
casual acquaintances in therapy. I was aware of previous 
reports of ejaculatory impairment (1) and orgasmic delay 
(2) associated with benzodiazepine therapy. Therefore, I 
recommended a trial of 0.5 mg of lorazepam approxi- 
mately 30 minutes before sexual activity. On the next visit, 
the patient reported that this dose of lorazepam delayed 
ejaculation until approximately 90 seconds after intromis- 
sion; consequently, he had decided on his own to increase 
his dose to 1 mg. At this dose, he was able to delay 
ejaculation approximately 4—5 minutes without a detect- 
able change in libido or erectile turgidity. When Mr. A 
reluctantly agreed to try not taking lorazepam, he reported 
the return of premature ejaculation. Readministration of 1 
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mg of lorazepam before coital activities restored his ejac- 
ulatory control. 


I am unaware of a possible mechanism by which 
lorazepam might delay ejaculation, and this is the only 
patient for whom 1 have used lorazepam as a treatment for 
premature ejaculation. It is noteworthy that there have also 
been case reports of the use of both thioridazine (3) and 
monoamine oxidase inhibitors (4) to treat premature ejacu- 
lation. In view of the prevalence of premature ejaculation (5), 
coritrolled studies of the pharmacological treatment of this 
syndrome appear warranted. 
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Identical Twins’ Nonidentical Responses to Lithium 


Sir: A number of studies have shown that response to 
lithium has genetic determinants (1-3). In a review of the 
literature, 1 could find only one report on the treatment of 
twins with bipolar illness. I report here the treatment of 
identical twins with identical human lymphocyte antigens 
(HLA), each of whom responded differently to lithium when 
treated for acute mania. 


Twin A was a 19-year-old woman of Irish descent who 
first became depressed in October. Though the depression 
lingered, she was not hospitalized until May, when she 
became manic 1 week after beginning treatment with 
imipramine. 

She responded to lithium and chlordiazepoxide and was 
discharged after 1 week on a regimen of lithium, 900 mg/ 
day. She was readmitted 2 weeks later, again manic after 
not complying with the treatment regimen. She was stabi- 
lized on lithium and thioridazine and did not develop side 
effects. She was discharged after 2 weeks, taking lithium, 
900 mg/day (0.8 meg/liter); this was discontinued after 4 
weeks. She has been asymptomatic for 3 years. 

Twin B became depressed for the first time a year after 
Twin A had initially become depressed. She was hospital- 
ized in December with a major depression. Treatment with 
nortriptyline, 75 mg/day, was initiated, and she improved, 
but deterioration took place after discharge, and tranylcy- 
prominé, 30 mg/day, was added to the nortriptyline. 
Compliance eventually ceased, and she became suicidal 
and was admitted again in March. 

Within 10 days she had become manic, while taking the 
combination of nortriptyline, 75 mg/day, and tranylcypro- 
mine, 30 mg/day. Over the next 2 months she suffered 
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from a severe relapsing mania despite continuous treat- 
ment with lithium; haloperidol, thioridazine, chlordiaze- 
poxide, and tryptophan were used at various times. She 
experienced dystonias, ataxia, akathisia, and parkinsonian 
symptoms during this period of time. Stability was finally 
achieved with a combination of lithium, carbamazepine, 
and molindone, but she relapsed when the carbamazepine 
was discontinued, Carbamazepine therapy was reinsti- 
tuted, she was stabilized, and then she was discharged on 
a regimen of lithium, 1200 mg/day (0.93 meg/liter); car- 
bamazepine, 800 mg/day (9.6 ug/ml); molindone, 45 mg/ 
day; and diphenhydramine hydrochloride, 100 mg h.s. 
Over the next 3 months, all medications except lithium 
were discontinued. Lithium was discontinued 6 months 
after discharge, and she has remained symptom free. 


Although no birth data were available, these women were 
raised as identical twins. HLA typing revealed both to be 
positive for HLA Aj, A2, B44, B39, and CWS. They were 
negative for all other HLA antigens. 

Twin B had a more serious course of illness than twin A, 
but the relative lack of effect of lithium in twin B is striking. 
The literature (1—4) would lead one to expect a similar 
response to lithium treatment in identical twins. 

Mendlewicz (5) postulated that drug response is deter- 
mined by an interaction of genetic and environmental fac- 
tors. Age and medications used were environmental factors 
that may have contributed to the differences in lithium 
response in these two patients, but this remains unclear. 
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Haloperidol as an Alternative to Lithium in Pregnant 
Women 


Sin: Lithium is contraindicated for pregnant women be- 
cause of its suspected cardiovascular teratogenic potency (1). 
Lithium treatment is also associated with complications 
during delivery, such as lithium poisoning of both the child 
and the mother (1). Mania and rapidly cycling bipolar 
disorder can be treated with haloperidol (2, 3). It has been 
reported that in low doses, haloperidol is not teratogenic in 
animals or humans (4). Also, during pregnancy and delivery, 
use of haloperidol seems less likely to be associated with 
complications than use of lithium (1, 5). 


Ms. A, a 35-year-old childless married woman, pre- 
sented a history of recurrent manic illness without depres- 
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sive periods and with a good response to lithium. Because 
she wished to become pregnant, she stopped the lithium 
and was treated instead with a low dose of haloperidol (1 
mg tid.. She developed no side effects, and after 6 
months of haloperidol treatment in which she had no 
relapse, she became pregnant. A healthy girl, weighing 8 
lb., was spontaneously born at term; her Apgar score was 
8/10. Except for some bleeding by the mother in the 
postdelivery period, there were no complications. The 
patient's mood was normal. 


This experience, as well as indications in the literature, 
supports the use of a low dose of haloperidol in unipolar 
mania (2) and in rapidly cycling bipolar disorder (3) as an 
alternative to lithium prophylaxis in pregnant women. 
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Pindolol and Propranolol in Neuroleptic-Induced Akathisia 


Sir: B-Adrenergic blocking medications have recently been 
investigated as treatments for neuroleptic-induced akathisia. 
Lipinski et al. (1) and Adler et al. (2) have shown that 
propranolol (30-80 mg/day) safely and effectively treats 
neuroleptic-induced akathisia. We (3) have described a pa- 
tient with sinus bradycardia and neuroleptic-induced 
akathisia who was treated with pindolol, a B blocker with 
intrinsic sympathomimetic activity; pindolol successfully 
treated the akathisia and, possibly because of the sympath- 
omimetic activity, did not further lower the patient’s heart 
rate. We now report further open data on the efficacy of 
pindolol in nine patients with neuroleptic-induced akathisia. 

This investigation was approved by the subcommittee on 
human subjects at a Veterans Administration medical center, 
and all patients gave written informed consent to participate. 
Neuroleptics and all other medications were held constant 
throughout the study. Seven patients were diagnosed as 
having chronic schizophrenia, one patient had an organic 
psychosis, and another had schizoaffective disorder. Six 
subjects were inpatients, and the remaining three were 
outpatients. The patients ranged in age from 28 to 57 years 
(mean+SD=37.7+8.0 years). Patients were rated for subjec- 
tive and objective akathisia at baseline and several times 
during treatment. Subjective akathisia was assessed by hav- 
ing the patient mark a 100-mm line corresponding to per- 
ceived restlessness; objective akathisia was rated by the 
akathisia item on the Hillside/Long Island Jewish Hospital 
modification of the Simpson/Angus EPS Scale (2). 
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All nine patients were treated first with pindolol, 5 mg/ 
day, for 2—4 days (mean+$D=3.3+0.9 days). Mean+SD 
scores for akathisia at baseline and on the last day of 
treatment with pindolol were as follows: subjective score at 
baseline=70.0+22.4 and after treatment=41.14+35.9; ob- 
jective score at baseline=2.940.9 and after treatment=1.9+ 
1.3. Three subjects had a nearly complete response to the 
medication, and one subject had a substantial reduction of 
both subjective and objective akathisia. The remaining five 
subjects did not substantially improve on the pindolol regi- 
men (two patients showed slight improvement, another was 
unchanged, and two were slightly worse). These five patients 
were then treated with propranolol, 40-80 mg/day (mean+ 
SD-72.05 11.0 mg/day), for 2-8 days (mean+SD=3.8+2.5 
days). Four of the five patients had a further response to 
propranolol; the remaining patient's akathisia scores were 
substantially the same with propranolol and pindolol. 

Pindolol did improve mean subjective and objective mea- 
sures of akathisia; however, the improvement was not as 
great as in previous studies with propranolol (1, 2). Four of 
the five patients who had limited responses to pindolol 
obtained further improvement with propranolol. This differ- 
ential effect is not likely to have been due to differences in the 
relative doses of these medications, because the dose of 
pindolol was the minimum proposed antihypertensive dose 
and was, if anything, relatively higher than the doses of 
propranolol we used (mean dose=72.0 mg/day; minimum 
recommended antihypertensive dose 80 mg/day). 

Pindolol and propranolol differ in that 1) pindolol, but not 
propranolol, has the partial agonist property of intrinsic 
sympathomimetic activity, and 2) although both drugs are 
relatively lipophilic, pindolol is not as lipophilic as propran- 
olol (4) and therefore may have a lower acute penetration of 
the blood-brain barrier. 

These preliminary data indicate that pindolol can be an 
effective treatment for patients with neuroleptic-induced 
akathisia. It may in fact be the preferred treatment if B 
blockers must be used in patients with bradycardia. 
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Possible Toxic Interaction Between Cyproheptadine and 
Phenelzine 


Str: It has been reported that cyproheptadine safely alle- 
viates anorgasmia associated with tricyclic and monoamine 
oxidase inhibitor (MAOI) antidepressants (1-3). Here I 
describe a probable toxic interaction between cyprohepta- 
dine and phenelzine, an MAOI. 
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Ms. A, a 30-year-old woman with bulimia and recurrent 
unipolar depression, had medicated herself with amphet- 
amine in the past without toxicity but otherwise abused no 
drugs or alcohol. There was no family history of affective 
disorder. She responded well to treatment with phenelzine, 
30 mg/day, although she had side effects of anorgasmia, 
insomnia, and orthostatic hypotension. After 4 months, 
cyproheptadine, 2 mg at bedtime, was successfully added 
to her regimen to relieve the anorgasmia. After 2 months 
of taking the combination (a total of 6 months taking 
phenelzine), she became unusually irritable for several 
days. She then abruptly developed visual hallucinations of 
animals and miniature people and became very frightened, 
although she knew them to be unreal. Her medications, 
which she had taken reliably, were stopped, and the 
hallucinations cleared over 48 hours. She had no increase 
in insomnia but became more frightened, irritable, and 
belligerent, refusing medical attention until her family 
called police, who took her to an emergency room. The 
results of a physical examination were unremarkable; her 
mental status examination noted angry affect but no 
delusions, further hallucinations, or cognitive deficits. She 
was sedated with haloperidol, 2.5 mg, hospitalized for 
several days for observation, and released in a normal 
state. Her depressive and bulimic symptoms recurred 1 
month later and responded for 6 months to lithium, which 
was stopped because of hair loss. She then took desipra- 
mine for 12 months, with no recurrence of hallucinations 
or agitation. 


This case illustrates a probable organic hallucinosis in- 
duced by the combination of cyproheptadine and phenelzine. 
Neither drug alone in these low doses has been reported to 
cause this syndrome in other healthy patients. While 
phenelzine alone is known to cause mania in certain patients, 
Ms. A did not have characteristic symptoms of mania other 
than irritability. Visual hallucinosis in particular is more 
often the presentation of an organically induced syndrome 
than of affective illness. There was no evidence of alcohol 
withdrawal, which can produce similar symptoms, or other 
drug ingestion. It is possible that there was some unusual 
interaction with food which caused the delirium, although 
the patient lacked a known history of dietary noncompliance 
and did not describe typical symptoms of a hypertensive 
crisis, the most common problem related to food. 

The interaction could be explained in two ways. First, 
cyproheptadine is a potent blocker of serotonin and H; 
histamine receptors and a weak anticholinergic agent (4). 
Some interaction with phenelzine’s effects on neurotrans- 
mitter function may have been toxic. Second, visual halluci- 
nations have been described as a component of phenelzine 
withdrawal (5). Cyproheptadine may have competitively 
reversed some activity of phenelzine, accounting for its 
ability to relieve a side effect but provoking a withdrawal 
syndrome. It would be hard to explain a 2-month delay in 
this mechanism, however. 

In summary, it would be prudent to watch for adverse 
CNS side effects on the combination of cyproheptadine and 
phenelzine. 
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Heroin Addiction Treated by Atropine Coma 


Sir: We would like to present the case of a patient with 
heroin addiction whom we treated with atropine coma. 


Ms. A, born in 1962, was first treated in our department 
in 1982 for severe heroin addiction. She had been taking 
heroin since 1978. In 1981, at the insistence of her parents, 
she had begun treatment. Six courses of pharmacological 
treatment in mental hospitals had produced no results, and 
a course of treatment in a rehabilitation center had also 
been unsuccessful. 

On admittance to our hospital, Ms. A was emaciated, 
euphoric, and garrulous, with hazy consciousness. Her 
forearms had numerous puncture marks from intravenous 
injections. She admitted that she had taken a heavy dose of 
heroin just before reporting to our department. 

On her second day of hospitalization, marked with- 
drawal symptoms appeared: hypotension, tachycardia, 
nausea, vomiting, pains in the abdomen and joints, hand 
tremor, excessive fear, and anxiety. After 1 week of 
pharmacological treatment, we observed an alleviation of 
these symptoms. 

After 1 month’s treatment, Ms. A’s somatic state was 
considered satisfactory. Her symptoms of physical drug 
dependence had disappeared, but a markéd mental depen- 
dence remained. Bearing in mind the similarity of many 
elements of mental drug dependence to her obsessive 
thoughts, we decided to try atropine coma treatment. This 
form of treatment in obsessive-compulsive disorder was 
recommended by Forrer (1, 2). 

The atropine coma was induced twice a week. Atropine 
sulfate was administered intramuscularly in doses of 150 
mg (the first coma) to 260 mg (the last coma). We used a 
10% solution of the atropine sulfate (from 1.5 cm? to 2.6 
cm?). The patient was aroused from the coma after 3 hours 
with an intravenous injection of neostigmine in amounts 
corresponding to the atropine doses (from 20 mg to 30 
mg). This coma treatment was applied eight times; Ms. A 
tolerated it well. After the third coma, the intensity and 
frequency of the obsessive thoughts of taking drugs had 
diminished. After the final coma, such thoughts were of a 
very low intensity. After being discharged from the hospi- 
tal, the patient came of her own free will for an atropine 
coma maintenance treatment once a month. She had three 
such treatments. 

Ms. A reported to us again 3 years later. She was 
admitted to the hospital in a heroin-narcotized state. She 
had taken her first dose of heroin, after a period of 
abstinence, only 3 weeks before the present hospitaliza- 
tion. She stated that she had completely abstained from 
drugs for nearly 3 years; this was confirmed by her 
mother. The patient stressed the efficacy of the atropine 
coma treatment she had received earlier. 
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The second period of hospitalization lasted only 8 days. 
No withdrawal symptoms were observed. The very slight 
mental drug dependence we observed disappeared after 
small doses of doxepin. On discharge, Ms. A had a strong 
motivation to resume the studies she had begun during her 
3-year period of abstinence. 


Although the result of atropine coma therapy in this 
patient may represent merely a placebo response, her im- 
provement was striking and warrants further clinical trials of 
this treatment. 
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Reversal by Bethanechol of Imipramine-Induced 
Ejaculatory Dysfunction 


Sr: Case reports and clinical studies have suggested that 
most of the antidepressants in current use may be associated 
with impairment of the ejaculatory reflex. It has been sug- 
gested that these effects may be secondary to adrenergic, 
serotonergic, or anticholinergic actions of these drugs, al- 
though the precise mechanisms in the various dysfunctions 
remain unclear. Erectile dysfunction associated with 
tranylcypromine and isocarboxazid and amoxapine-induced 
anorgasmia can be reversed by the cholinomimetic agent 
bethanechol, although this treatment has been reported to be 
ineffective in restoring imipramine-induced anorgasmia (1). 
To my knowledge, the following is the first report of the 
reversal of imipramine-induced anorgasmia with bethane- 
chol. 


On initial evaluation, Mr. A, a 37-year-old married man 
who had a history of recurrent major depressive episodes 
with paranoid features, complained of failure to ejaculate 
and prolongation of erections for 30 minutes after cessa- 
tion of sexual activity. His medication at that time in- 
cluded trifluoperazine, 5 mg h.s., benztropine, 2 mg b.i.d., 
and trazodone, 250 mg h.s. It was suspected that his 
prolonged erections might be prodromal to priapism. 
Therefore, trazodone’ was immediately discontinued and 
desipramine begun. The desipramine had to be discontin- 
ued after 2 days, however, because of generalized 
urticaria; imipramine, 250 mg/day, was begun. The pa- 
tient’s prolonged erections subsided with the change in 
pharmacotherapy, but his failure to ejaculate persisted. 
Subsequent discontinuation of trifluoperazine and 
benztropine did not relieve his ejaculatory problem. How- 
ever, taking 10 mg of bethanechol 30 minutes before 
sexual activity restored the ejaculatory response. To date, 
Mr. A has remained on this therapeutic regimen for 6 
months, and attempts to discontinue bethanechol have 
consistently led to the return of ejaculatory difficulties. 


The role of cholinergic mechanisms in erection and ejacu- 
lation are obscure, and the mechanism whereby bethanechol 
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might restore ejaculatory function is unclear. Studies in 
normal subjects have reported no effects of methylatropine, 
atropine, or bethanechol on sexual arousal or orgasm (2, 3). 
All of the antidepressants that have been reported to cause 
ejaculatory impairment (including tricyclics and monoamine 
oxidase inhibitors) seem to enhance adrenergic function 
through inhibiting inactivation of norepinephrine (4, 5). It is 
likely that normal ejaculatory function requires a balance of 
adrenergic and cholinergic systems and that bethanechol 
helps to restore a balance which may be disrupted by many 
antidepressant medications. 
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R. TAYLOR SEGRAVES, M.D., PH.D. 
Cleveland, Ohio 


Murphy’s Law of Psychopharmacology 


Sin: The antidepressant medication that makes the patient 
feel like having sex again will cause anorgasmia. 


DIANA VERNOOY, M.S. 
Teaneck, N.J. 


AIDS Delusions: A Symptom of Our Times 


Sır: The fear of AIDS contamination is now spreading 
from the homosexual population to the heterosexual popu- 
lation, and no one feels completely safe from the onslaught 
of this impending epidemic. Already clinicians have begun to 
see the incorporation of society’s fears about AIDS into the 
symptom complex of patients presenting with psychiatric 
illnesses. Various authors have reported patients with anxi- 
ety states (1), conversion disorders (1), depression (2), and 
even factitious illnesses (3) in which fear of AIDS contami- 
nation was a prominent feature. 

We recently saw four patients who expressed the delu- 
sional conviction that they had contracted AIDS. All of these 
patients were at low risk for AIDS, and all had normal 
findings on physical examination. Two of the patients had 
major depression with psychotic features, one patient had 
schizoaffective disorder, and one patient had paranoid schiz- 
ophrenia. In two cases (one patient with major depression 
and the patient with schizoaffective disorder), neurovegeta- 
tive symptoms that were present were misconstrued by the 
patients as further evidence of AIDS, a phenomenon previ- 
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ously reported by Miller et al. (2). In each case, the somatic 
delusion about AIDS resolved with appropriate therapy for 
the underlying disorder. 

Society’s preoccupations or concerns have historically 
been reflected in the content of patients’ delusions. Fear of 
AIDS contamination is a symptom of our times; as long as 
the public frenzy concerning AIDS persists, we can expect 
more patients to incorporate AIDS delusions into their 
presenting symptom complex. Our experience with these 
four patients underscores the diagnostic heterogeneity inher- 
ent in this delusional belief and suggests that clinicians must 
keep differential diagnosis foremost in mind when such a 
presentation is encountered. 
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Betbesda, Md. 

JONATHAN T. STEWART, M.D. 
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Informed Consent for Neuroleptics and Other 
Psychotropic Agents 


Sir: As psychiatrists on a multidisciplinary departmental 
committee to evaluate consent forms for psychotropic med- 
ication, we struggled with the advisability of obtaining 
written informed consent before initiating treatment with 
neuroleptics and other psychotropic agents. To assess prac- 
tices at other institutions, our committee sent requests to 62 
psychiatry programs in the United States and Canada for 
information regarding their policies on written informed 
consent. Programs were selected from the Directory of 
Psychiatry Residency Training Programs (1) and were cho- 
sen to provide a diverse geographic sampling. We thought 
your readers would be interested in the results. 

Thirty-two programs responded. Twenty-four of these 
programs do not require written signed consent for patients 
receiving neuroleptic medication. Two of the programs have 
a policy requiring written consent only for individuals re- 
ceiving neuroleptics beyond a 3-month period. Six of the 
programs routinely require signed consent for all patients 
receiving neuroleptics. Four of these six programs are in 
California and are required by state law to obtain written 
informed consent for psychotropic medication. Four pro- 
grams obtain written informed consent in special cases, such 
as administering lithium to women during their childbearing 
years, use of combined monoamine oxidase inhibitor/tricy- 
clic antidepressant, and antiandrogen medication. One pro- 
gram requires written informed consent for neuroleptics only 
if tardive dyskinesia is present. 

Of the 24 programs that do not require signed consent, 10 
require that informed consent for neuroleptics be docu- 
mented in the medical chart. Two programs mentioned 
routine use of the Abnormal Involuntary Movement Scale 
for patients receiving long-term neuroleptic medication. Five 
programs sent copies of printed material that is routinely 
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given to patients who are receiving psychotropic medica- 
tion. 

Taking into account this information, our committee 
advised against the routine use of written informed consent 
for patients receiving psychotropic medication. We believe 
this is in keeping with a demonstrated national standard and 
with the recommendations of the 1980 American Psychiatric 
Association task force report on tardive dyskinesia (2). We 
also suggested following the task force recommendation that 
informed consent for neuroleptic medication be documented 
in the patient’s record. 
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EMIL R. PINTA, M.D. 
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HERMAN TOLBERT, M.D. 

Columbus, Obio 


Compact Camcorders for Teaching Psychiatric 
Interviewing 


Sir: Recent advances in home video technology have made 
the use of video equipment to teach psychiatric interviewing 
both practical and affordable. Older video equipment was 
bulky, expensive, and complicated, requiring bright lights 
and some expertise to operate. Unless the equipment was 
maintained and operated by trained technicians in specially 
equipped studios, its routine use was difficult. 

Compact camcorders have changed all this. The compact 
camcorder combines a tiny video cassette recorder and a 
video camera into a single unit. It uses video cassettes only 
slightly larger than audio cassettes. The whole unit weighs 
about 3 lb. and is easily held and operated with one hand. 
The controls are simple, and nearly everything is automatic. 
Ordinary office lighting works well, and the picture and 
sound quality are excellent. To review a tape the user plugs 
the camcorder into any television set. No other video cassette 
recorder is needed. 

I have been using a compact camcorder and portable color 
television set in my office on a general psychiatry ward to 
teach psychiatric interviewing and examination on an indi- 
vidual basis to residents and medical students. The procedure 
is simple. I obtain consent, rearrange office seating, set the 
camera on my desk, and start recording. Afterward, I review 
the tape with the resident, pausing and rewinding as needed, 
to point out good and bad techniques and to offer alternative 
responses. I review the patient's mental status in detail and 
find that it is much easier to teach residents to recognize 
specific disturbances in affect and thinking with this proce- 
dure than by reviewing our memories of the interview. 
Finally, I discuss with the residents how their emotional 
responses to the patient may have affected the interview from 
moment to moment. The residents’ reports of how they felt, 
combined with the video record of their nonverbal responses, 
are especially helpful in this regard. 

Patients have consented readily and tolerated the proce- 
dure well. Residents and students are initially apprehensive 
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but afterward report increased confidence, both because 
their technique usually looks better than they expected and 
because they feel that their repertoire of responses and their 
observational skills have increased. 

Videotaping to teach psychiatric interviewing is not new 
(1). What is new is that compact camcorders make it easy 
and enjoyable. 
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ANDREW SHANER, M.D. 
Los Angeles, Calif. 


Nicotine and Panic Attacks 


Sin: Brodsky (April 1985 issue of the Journal, p. 524) 
reported that several of his patients attenuated the symptoms 
of panic disorder by smoking. Hughes (February 1986 issue, 
p. 271) then proposed that nicotine gum might abate panic 
attacks. Maany et al. (February 1987 issue, p. 255) con- 
cluded that nicotine could have at most a limited role in the 
treatment of panic disorder, since tolerance rapidly develops 
to its sedative effects. I would like to offer a synthesis that 
takes these various points into account. 

First, data indicate that panic disorder is related to 
dysregulation of noradrenergic mechanisms (1—3). For in- 
stance, the a2 antagonist yohimbine can precipitate panic 
anxiety (1), and treatments that down-regulate œ, receptors 
and decrease norepinephrine turnover (3) are effective 
antipanic agents. Nicotine can actually mobilize adrenergic 
mechanisms (4, 5). First, nicotine can cause the release of 
norepinephrine and epinephrine from sympathetic ganglia 
and the adrenal medulla. This can result in increased heart 
rate and blood pressure. Further, nicotine can paralyze the 
parasympathetic cardiac ganglia. Nicotine also excites respi- 
ration by activation of the carotid and. aortic bodies. Acti- 
vation of the aortic and carotid body chemoreceptors results 
in reflex vasoconstriction, tachycardia, and increased blood 
pressure. The drug also activates parasympathetic ganglia 
and cholinergic nerve endings regulating the tone and motor 
activity of the bowel (4). Finally, nicotine promotes the 
release of norepinephrine in the hypothalamus (5). Thus, at 
high concentrations nicotine can produce physiological ef- 
fects characteristic of panic attacks. 

However, nicotine can have a calming or sedating effect on 
humans. Perhaps nicotine attenuates the severity of panic 
anxiety by preventing the development of a nicotine with- 
drawal syndrome. Abrupt cessation of or reduction in the use 
of tobacco can be followed within 24 hours by craving, 
irritability, anxiety, difficulty concentrating, headache, rest- 
lessness, and gastrointestinal distress; many of these are 
symptoms of panic. Thus, one must consider the possibility 
that the amelioration of panic anxiety by the recent use of 
tobacco is related more to the attenuation of a nicotine 
withdrawal syndrome than to an intrinsic property of nico- 
tine that renders it an antipanic agent. 
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STEVEN C. DILSAVER, M.D. 
Ann Arbor, Mich. 


Misuse and Abuse of Benzodiazepines 


Sir: The study by Drs. Garvey and Tollefson (1) suggests 
that with proper precautions, benzodiazepines can be admin- 
istered under the direction of psychiatrists to patients with 
primary anxiety and major depressive disorders. If we accept 
these data as valid and representative, what remains at issue 
is the abuse/misuse potential of benzodiazepines in a multi- 
tude of other conditions for which they are in fact used. 
Moreover, a better evaluation of the long-term therapeutic 
use of these agents through systematic controlled clinical 
research is needed. 

Considerable numbers of people with and without physi- 
cal disorders take benzodiazepines chronically for insomnia 
and anxiety, but data demonstrating the long-term safety 
and efficacy of these agents are inconclusive or nonexistent 
(2). In their study Drs. Garvey and Tollefson intentionally 
excluded from consideration any patient with a history of 
primary drug and alcohol abuse or dependence, yet, one 
would intuit—and several authors have indicated—that at 
least some types of drug abusers are likely to abuse or misuse 
benzodiazepines (3). One can speculate on how much misuse 
and abuse of benzodiazepines occur in anxious patients 
suffering from somatoform disorders, physical illnesses af- 
fected by psychological factors, or DSM-III axis II person- 
ality disorders, e.g., borderline personality disorder (for 
which impulsivity relating to substance use is an inclusion 
criterion) or the "anxious cluster" (4). 

Misuse and abuse of the benzodiazepines by patients may 
be compounded by iatrogenic misuse. It is estimated that up 
te 70% of prescriptions for diazepam are written by general 
apd family practitioners, internists, and surgeons (5). In all 
likelihood, these physicians are treating a heterogeneous 
group of patients, only some of whom would meet DSM-III 
criteria for generalized anxiety or major depressive disorders. 
Since the indications for prescribing diazepam are not pre- 
cise, one must question whether these patients conform to 
the appropriate target populations for benzodiazepine treat- 
ment and whether there is a greater tendency for misuse and 
abuse of these drugs when treatment takes place in a 
nonpsychiatric context. 

Another salient issue is the length of time during which a 
patient should be treated with benzodiazepines, assuming 
that the initial indication for treatment is valid. Standards— 
albeit not rigorously defined—for duration of treatment with 
neuroleptics, lithium, and antidepressants for schizophrenic, 
bipolar, and major depressive disorders, respectively, do 
exist. But for what time interval should standard benzodi- 
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azepine therapy be used in patients suffering from insomnia, 
generalized anxiety or panic, somatoform disorders, or phys- 
ical illnesses with psychological components? When this time 
period elapses and a patient with minimal improvement 
continues to take prescribed medication, is this not 
iatrogenic misuse? Iatrogenic misuse can be minimized by a 
greater commitment of physician time and enhanced knowl- 
edge about the risk of habituation, psychological impair- 
ment, and withdrawal after use of benzodiazepines. 

In summary, the use, misuse, and abuse of benzodiaze- 
pines need further study in terms of the appropriateness of 
the diagnostic categories that routinely receive them for 
treatment and the context in which, and the length of time 
during which, treatment is dispensed. Drs. Garvey and 
Tollefson have made a nice start. 
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PATRICK E. CICCONE, M.D. 
Gwynedd Valley, Pa. 


Dr. Garvey and Dr. Tollefson Reply 


Sir: Dr. Ciccone has raised many interesting points. We 
agree that benzodiazepines may be prescribed for certain 
conditions for which there are not a great many data to 
support their use. We also agree that drug abusers, if given 
the chance, will abuse benzodiazepines (1). However, we 
disagree with the widely held notion that benzodiazepines 
carry a significant risk for abuse for most individuals (2). In 
fact, many of the available data relating to this topic suggest 
the opposite. Marks, in a review of the pre-1978 literature 
(3, found that published articles did not suggest that 
benzodiazepines caused abuse problems for the overwhelm- 
ing number of patients who used them. On the basis of both 
published and unpublished but recorded cases, Marks esti- 
mated the prevalence of benzodiazepine dependence/abuse in 
the United Kingdom to be 10.7 patients per one million 
months of benzodiazepine use. This estimate is probably less 
than the true prevalence of abuse/dependence, but doubling 
or tripling the estimate still suggests that the number of 
patients who have problems with benzodiazepines is far 
smaller than believed by most physicians. Published large- 
scale surveys (reviewed by Marks) that involved more than 
20,000 patients using benzodiazepines revealed that three 
patients had problems. 

Dr. Ciccone suggests the physicians would be less likely to 
misprescribe benzodiazepines if there were a "greater com- 
mitment of physician time and enhanced knowledge about 
the risk of habituation, psychological impairment, and with- 
drawal after use of benzodiazepines." Contrary to the notion 
that physicians are unaware of the potential dangers of 
benzodiazepines, it is our opinion that both physicians and 
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the general public are very aware of such problems, perhaps 
too much so (2). In our group of 71 patients, between 
one-third and one-half were reluctant to start taking 
benzodiazepines because of concerns about becoming ad- 
dicted or some similar problem. Several of these patients 
stopped their medications prematurely because of fear of 
addiction. We also saw many examples of patients who had 
previously been successfully treated with benzodiazepines 
whose drugs were discontinued within weeks of the begin- 
ning of drug therapy because the treating clinician feared the 
patient would get “hooked.” Hollister et al. (4) studied the 
long-term use of diazepam in 108 neurosurgical patients and 
found no evidence of dependence or abuse. Rickels et al. (5), 
in a study of 180 chronically anxious patients treated with 
benzodiazepines, similarly found no evidence of abuse or 
dependence. However, Rickels et al. did note that a sizable 
minority had some evidence of withdrawal symptoms when 
they were shifted abruptly to placebo, although for most of 
these patients such symptoms were mild. A gradual tapering 
of benzodiazepines reduces withdrawal symptoms. 

Benzodiazepines are not risk-free drugs. However, the lack 
of knowledge and understanding about these risks has led to 
an unnecessarily restrictive use of benzodiazepines by many 
physicians. 


REFERENCES 


1. Woody GE, Mintz J, O'Hare K, et al: Diazepam use by patients 
in a methadone program—how serious a problem? in Problems 
of Drug Dependence. Washington, DC, National Academy of 
Sciences, 1975 

2. Manheimer DI, Davidson ST, Balter MB, et al: Popular atti- 
tudes and beliefs about tranquilizers. Am ] Psychiatry 1973; 
130:1246—1253 

3. Marks J: The Benzodiazepines: Use, Overuse, Misuse, Abuse. 
Lancaster, England, MTP Press, 1985 

4. Hollister LE, Conley FK, Britt RH, et al: Long-term use of 
diazepam. JAMA 1981; 246:1568-1570 

5. Rickels K, Case WG, Downing RW, et al: Long-term diazepam 
therapy and clinical outcome. JAMA 1983; 250:767—771 


MICHAEL J. GARVEY, M.D. 

Iowa City, Iowa 

GARY D. TOLLEFSON, M.D., PH.D. 
St. Paul, Minn. 


Nontartrazine Allergy With Desipramine 


Sin: Robert Pohl, M.D., and colleagues (1) reported five 
cases of apparent allergy to tartrazine (FD&C yellow dye 
number 5) in 170 patients exposed to the dye in antidepres- 
sants. These five patients developed urticaria after receiving 
antidepressant tablets containing tartrazine. Four of these 
patients were switched to a brand of desipramine without 
tartrazine and had no recurrence of symptoms. The authors 
concluded that patients with allergic responses to antidepres- 
sants that contain tartrazine are likely to tolerate similar or 
identical drugs that lack tartrazine. 


Mr. À, a 26-year-old man with panic disorder, was 
treated by me with desipramine tablets (25 mg) that 
contained tartrazine. After 10 days, while taking 50 mg/ 
day of desipramine, he developed generalized pruritis. 
Routine laboratory tests revealed a normal CBC and 
differential, no eosinophils, and a normal chemistry and 
liver function profile. À history was positive for allergy to 
codeine, but there was no history of aspirin allergy. The 
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patient was switched to nortriptyline capsules (25 mg) for 
1 week without development of pruritis. After reading the 
findings of Dr. Pohl and colleagues, 1 changed Mr. A’s 
medication back to desipramine tablets (50 mg) that did 
not contain tartrazine. After 5 days, he again developed 
generalized pruritis. He was then restarted on nortriptyline 
capsules (25 mg), with resolution of panic attacks and no 
development of pruritis. 


While some patients develop allergic reactions to the 
tartrazine dye in antidepressants, others may have allergic 
reactions to other components of the medication or tablet. 
These may include skin rash, petechiae, urticaria, itching, 
photosensitization, edema, drug fever, and cross-sensitivity 
with other tricyclic drugs. This case questions the wisdom of 
restarting patients who develop allergic reactions while 
taking antidepressants to similar or identical medications 
without tartrazine. In light of this case, it seems prudent to 
switch patients to a chemically unrelated antidepressant and 
from a tablet to a capsule, or vice versa, in addition to 
avoiding medications with tartrazine. 
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ERIC HOLLANDER, M.D. 
New York, N.Y. 


How Long Should Drug Therapy for Depression Bc 
Maintained? 


Sir: Drs. Prien and Kupfer (1) have reevaluated the results 
of their recent National Institute of Mental Health collabo- 
rative study of long-term maintenance of drug therapy in 
affective disorders to address the question of how long 
antidepressant therapy should be continued. Their sugges- 
tion that continuation treatment should be maintained for 
16-20 weeks after total remission of symptoms is not in 
harmony with the often recommended period of 6-12 
months. Moreover, Dr. Prien and Dr. Kupfer found a high 
relapse rate (38%) in the first 8 weeks of follow-up in the 
patients who received lithium, which was identical to the 
relapse rate in those who had placebo; patients who received 
imipramine or a combination of imipramine and lithium 
relapsed in 5% and 11% of cases, respectively. 

This report prompted me to reexamine the results of a 
previously published study (2) in which my colleagues and I, 
in the context of a double-blind, placebo-controlled study 
over the course of a year, assessed the value of lithium as a 
continuation treatment after recovery brought about by 
ECT. Outcome was measured in that study by the number of 
weeks each patient spent in an episode of depression and was 
determined separately for the first and the second 6 months 
of the trial. It was found that patients who received lithium 
spent significantly less time in an episode of illness than those 
who took placebo in the second 6 months of the trial, 
indicating the continued vulnerability of depressed patients 
more than 6 months after their full recovery. 

In the reevaluation of these results, outcome was deter- 
mined by the recurrence of episodes of depression during the 
trial; an episode (relapse or recurrence) was defined as the 
occurrence of depressive symptoms that required inpatient 
treatment. The majority of those who relapsed had received 
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ECT. Five (25%) of the 20 patients who had received 
placebo had episodes of depression in the first 15 weeks after 
recovery, and four (22%) of 18 patients who had received 
lithium had episodes within this period. Five more patients in 
the placebo group relapsed between week 13 and week 38 
after recovery, giving a total of 10 patients (50%) who had 
taken placebo who suffered episodes during the trial. Three 
of the five placebo patients who relapsed early had further 
relapses during the trial. In the lithium-treated patients, no 
more episodes of illness occurred, giving a total rate of 22%. 

These results would argue for continuation treatment with 
lithium for a whole year after recovery brought about by 
ECT. This conclusion may well be qualified by the notion 
that relapses should be distinguished from recurrences, and it 
could be assumed that the episodes which occurred earlier in 
the placebo- and lithium-treated patients were relapses, 
whereas the episodes which emerged later in the trial, and 
only in the placebo group, were recurrences of illness. If this 
notion is accepted notwithstanding the difficulties of distin- 
guishing a recurrence from a relapse, it could be argued that 
lithium is less effective as a continuation treatment than as a 
prophylactic therapy. 


REFERENCES 


1. Prien RF, Kupfer DJ: Continuation drug therapy for major 
depressive episodes: how long should it be maintained? Am J 
Psychiatry 1986; 143:18—23 

2. Coppen A, Abou-Saleh MT, Milln P, et al: Lithium continua- 
tion therapy following electroconvulsive therapy. Br J Psychia- 
try 1981; 139:284-287 
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Sleep Reduction: Factor in the Genesis of Mania? 


Sır: The suggestion by Thomas A. Wehr, M.D., and his 
associates that sleep reduction is a “final common pathway” 
in the genesis of mania (1) is puzzling. Neither the data cited 
in their paper nor other evidence in the literature, including 
their own studies (2) and others not cited (3—6), appears to 
be consistent with such a sweeping, broad hypothesis. 

First, they referred to data of their own (2) and of others 
indicating that deliberate sleep deprivation precipitates ma- 
nia. Not mentioned in the present paper was their earlier 
speculation (2) that rapidly cycling manic-depressive patients 
(those who have four or more episodes of affective illness per 
year) are more sensitive to the mania-inducing effects of sleep 
deprivation than the more common bipolar patients who do 
not cycle rapidly. Their own data were all collected in rapidly 
cycling patients. Moreover, in their own review of the 
literature on the effects of deliberate sleep deprivation on 
depressed bipolar patients (2), they concluded that “less than 
15% (probably much less) of the total number of patients 
studied switched into mania or hypomania after sleep dep- 
rivation." 

Second, several longitudinal studies (3—6) revealed no 
major sleep changes preceding mania, with the exception 
that a small but statistically significant reduction in sleep 
time (about 1—1.5 hours) was commonly reported on the 
night before a rapid switch into mania. Sleep loss may 
accompany the onset of mania in some but not all instances; 
when it does occur, it is probably part, rather than a cause, 
of the switch process. In a study of 52 rapid switches into 
mania («24 hours), Sitaram et al. (5) found that most (26 
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switches in 22 patients) occurred between 7:00 a.m. and 
3:00 p.m. and were not accompanied by a dramatic loss of 
sleep either before or during mania. In contrast, the switches 
associated with major loss of sleep during mania occurred 
between 3:00 p.m. and 7:00 a.m. No published systematic 
data are available on sleep during "slow switches" (>24 
hours), which were observed in seven of 59 switches into 
mania in the study by Sitaram et al. (5). 

Third, the switch process into mania can apparently occur 
during sleep itself (3, 5, 6), at a time when the term “sleep 
reduction" seems inappropriate. In the study by Sitaram 
et al. (5), 10 patients switched a total of 14 times from 
depression to mania following an average of 4.8 hours of 
sleep, as estimated by nurses' bed checks. In a single case 
study of a rapidly cycling patient who switched five times 
from depression into mania at night, all-night polygraphic 
EEG recordings documented sleep up to the apparent onset 
of mania (3). In a patient with a 48-hour mood cycle who 
was studied longitudinally for about 2 years, 67.7% of 130 
night switches into mania were immediately preceded by 
sleep (6). 

Fourth, no evidence was cited that increased sleep, by 
pharmacological or other means, dramatically prevents or 
attenuates mania. Antipsychotic agents or intermediate- and 
long-acting benzodiazepines may be useful in managing 
manic patients, but the clinical benefits have not been shown 
experimentally to result specifically from sleep promotion. 

In summary, it remains to be demonstrated whether sleep 
reduction is a common or uncommon factor in the genesis of 
mania and, if it is, in which patients. The available evidence, 
however, does not support the hypothesis that sleep reduc- 
tion is the final common pathway in most bipolar patients. 
Dramatic sleep loss does not appear to be necessary or 
sufficient to trigger mania in most instances and does not 
invariably precede, accompany, or follow the onset of mania. 


REFERENCES 


1. Wehr TA, Sack DA, Rosenthal NE: Sleep reduction as a final 
common pathway in the genesis of mania. Am J Psychiatry 
1987; 144:201—204 

2. Wehr TA, Goodwin FK, Wirz-Justice A, et al: 48-hour sleep- 
wake cycles in manic-depressive illness. Arch Gen Psychiatry 
1982; 39:559-565 

3. Gillin JC, Mazure C, Post RM, et al: An EEG sleep study of a 
bipolar (manic-depressive) patient with a nocturnal switch 
process. Biol Psychiatry 1977; 12:711—718 

4. Post RM, Stoddard FJ, Gillin JC, et al: Slow and rapid 
alterations in motor activity, sleep, and biochemistry in a 
cycling manic-depressive patient. Arch Gen Psychiatry 1977; 
34:470-477 

5. Sitaram N, Gillin JC, Bunney WE: Circadian effects on the time 
of switch, clinical ratings, and sleep in bipolar patients. Acta 
Psychiatr Scand 1978; 58:267—278 

6. Sitaram N, Gillin JC, Bunney WE Jr: Circadian variation in the 
time of “switch” of a patient with 48-hour manic-depressive 
cycles. Biol Psychiatry 1978; 13:567—574 


J. CHRISTIAN GILLIN, M.D. 
La Jolla, Calif. 


Dr. Wehr and Associates Reply 
Sir: Dr. Gillin appears to doubt that “deliberate sleep 
deprivation precipitates mania.” In one of the few studies 


bearing on this question, however, Dr. Gillin and his collab- 
orators reported that "ratings of elation and talkativeness 
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(activation) increased dramatically” in a group of mostly 
bipolar patients who responded to sleep deprivation (1); he 
has proposed that the greater severity of mania after noctur- 
nal switches compared with diurnal switches “could be re- 
lated to the greater loss of sleep with this type of switch” (2). 

The question is not really whether bipolar patients switch 
into mania after sleep deprivation, but how often. To our 
knowledge, our 1982 study of sleep deprivation is the only 
one that used mania ratings specifically to detect mania, and 
we found that the majority of patients switched into mania 
or hypomania. Two other groups prospectively measured 
symptoms commonly associated with mania and found that 
they markedly increased after sleep deprivation (1, 3). Of the 
studies we cited, several reported switches into mania or 
hypomania but did not report the frequency of switches in 
bipolar patients. Where the frequency can be calculated, it 
ranges from 0% to 50% (25% to 100% in patients whose 
depressions improved). However, flaws in the methods of the 
studies probably led to underreporting of mania and 
hypomania. 1) None of the studies was designed to measure 
the prevalence of mania after sleep deprivation. Their focus 
was on antidepressant effects, and mania was reported 
incidentally and anecdotally. 2) With this focus, investigators 
may have failed to detect or report hypomania. 3) Medica- 
tions were administered in many of the studies. Bipolar 
patients are often treated with lithium, which may prevent 
mania after sleep deprivation. 

Dr. Gillin states that longitudinal studies show “‘no major 
sleep changes preceding mania.” In the study by his own 
group, however, a statistically significant reduction of sleep 
to 5.0 hours was observed before the switch. As Dr. Gillin 
has mentioned elsewhere (2), partial sleep deprivation, al- 
lowing as much as 4 or 5 hours of sleep, is reported to be as 
effective an antidepressant as total sleep deprivation. There- 
fore, it seems plausible that partial sleep deprivation could 
also precipitate mania, and we did not mean to suggest that 
the deprivation must be total (or limited to one night) in 
order to cause a switch. 

Dr. Gillin states that “the switch process into mania can 
apparently occur during sleep itself." It is unclear how the 
diagnosis of mania can be made when the patient is asleep. In 
any case this assertion is based almost entirely on a retro- 
spective analysis of records of nurses’ 30-minute room 
checks. With this type of monitoring, the possibility that 
patients were awake, unobserved, before they switched 
cannot be excluded. Brief awakenings could be important 
because, as Dr. Gillin has noted elsewhere, “the results of 
partial sleep deprivation in the second half of the night 
suggest that improvement may begin immediately or shortly 
after awakening" (2). 

We don't propose that sleep reduction is the only pathway 
for the genesis of mania. It is one pathway, however, for 
which there is experimental evidence, and when mania 
occurs in a context of sleep disruption, we feel that clinicians 
should consider a possible causal association. We also be- 
lieve that it is important for patients and those who are 
concerned with their welfare to know that the risk of mania 
is increased after sleep deprivation. 
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THOMAS A. WEHR, M.D. 
DAVID A. SACK, M.D. 
NORMAN E. ROSENTHAL, M.D. 
Bezhesda, Md. 


Psychiatrist-Patient Sexual Contact 


Sir: We read with interest the article by Judith L. Herman, 
M.D., and associates on psychiatrist-patient sexual contact 
(1), especially their finding that psychiatrists who had had 
sexual contact with their patients very often rationalized 
their behavior. This cognitive distortion or rationalization of 
inappropriate sexual behavior has been found to be common 
in men who are involved in other types of inappropriate 
sexual behavior—e.g., sex with children, rape, or incest (2, 
3)—and is used to support their behavior. Incest offenders, 
for example, often justify their bebavior by stating that they 
love their son or daughter and are helping the child learn 
about sex in a loving fashion. (Compare this with the 
psychiatrists cited in the survey who believed in the "thera- 
peutic" value of sexual relations with patients.) Men who are 
sexually involved with children often minimize the possibil- 
ity of harm to the child in the same way that most of the 
psychiatrists in the offender group felt that their behavior 
was innocuous. Rapists often protest that the victim “knew 
what she was doing and she liked it,” ignoring all evidence to 
the contrary. 

Àn important part of treatment for sex offenders is the 
active confrontation of these rationalizations (3). In order to 
stop sexual acting out, it is imperative that the offender see 
that his cognitive distortions have contributed to the main- 
tenance of his inappropriate sexual behavior. This is a 
difficult process (since the offender often does not see the 
need for treatment to begin with!), and treatment is often not 
possible unless the offender is motivated to seek it by some 
aversive consequence (ostracism from his family, criminal 
prosecution, loss of a job, etc.). 

We strongly agree that the American Psychiatric Associa- 
tion should affirm that all sexual contact with patients before 
and after termination is unethical and that educational 
programs on the negative effects of such behavior are much 
needed. However, we feel that these steps alone are not 
sufficient to curb sexual abuse of patients by their therapists. 
As noted in the first part of the authors’ study (4), only 41% 
of the offenders voluntarily sought consultation with col- 
leagues because of their sexual involvement with patients. In 
light of the documented harm that such contact causes 
patients (4), we strongly advocate treatment for these ther- 
apists and their patients; the only way to ensure that these 
therapists participate in treatment may be to take strong 
disciplinary measures against them. 
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RICHARD J. KAVOUSSI, M.D. 
JUDITH V. BECKER, PH.D. 
New York, N.Y. 


Dr. Herman and Colleagues Reply 


Sır: We couldn't agree more. The dynamics of sexual 
exploitation appear to be much the same whether the 
perpetrators be pedophiles, rapists, or psychiatrists. In each 
case, the offender abuses his position of superior power, 
trust, or authority to obtain sexual gratification from the 
victim. And in each case, he invokes the same tired rational- 
izations. We are especially pleased to find that our work is 
confirmed by Drs. Kavoussi and Becker, investigators in the 
forefront of sex offender research and treatment whose 
opinions we greatly respect. 

Sexual abuse of power is like an addictive drug. As in the 
case of other addictions, an active intervention strategy that 
applies strong, consistent external controls and sanctions 
and that focuses directly on the problematic attitudes and 
behavior seems to hold the greatest promise for rehabilita- 
tion. Our recommendations for reporting offending psychi- 
atrists are contained in part II of our study (1). A description 
of model civil and criminal legislation, as well as a model 
strategy for clinical intervention, will appear in part IV of the 
study (Gartrell et al, unpublished manuscript). A fuller 
analysis of the general problem of sexual exploitation will be 
forthcoming next year (2). 
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JUDITH HERMAN, M.D. 

NANETTE GARTRELL, M.D. 

SILVIA OLARTE, M.D. 

MICHAEL FELDSTEIN, PH.D. 
RUSSELL LOCALIO, J.D., M.P.H., M.S. 
Somerville, Mass. 


Transitional Object Use and Borderline Personality 


Sin: We read with interest the paper "Transitional Object 


Use and Borderline Psychopathology" by Humphrey Morris, 
M.D., and associates (1). Although we support their attempt 
to scientifically validate concepts derived from psychodynam- 
ic theory, we cannot agree with their conclusion that transi- 
tional object use may be a marker for borderline personality 
disorder. We raise three major objections. 

The first objection regards their methodology. We believe 
that the t test used by the authors to compare the -mean 
transitional relatedness scores of the various diagnostic 
groups is inappropriate. One of the assumptions underlying 
the use of the t test is that the measures of the compared 
groups are normally distributed, which was untrue for most, 
if not all, of the groups compared. A nonparametric test such 
as chi-square would be more appropriate. 
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Our second and major objection is that if transitional 
object use is to be considered as a marker for borderline 
persons, it should be able to distinguish borderline persons 
from normal subjects. When we used the data from the 
authors’ table 1 to calculate a 2 X 2 chi-square analysis 
comparing the number of borderline and normal subjects 
using and not using transitional objects, none of the differ- 
ences between borderline and normal subjects were statisti- 
cally significant. The authors never reported the results of 
their comparisons between these groups. 

Finally, we believe that insufficient attention was paid to 
the impact of sex differences between groups on those 
groups’ measures of transitional relatedness. Although the 
authors reported that analysis of variance confirmed that the 
five diagnostic groups differed significantly in mean transi- 
tional relatedness scores, they failed to report the relative 
contributions of sex and of diagnosis to the total variance. 
Furthermore, there were insufficient data in the paper for us 
to make those calculations ourselves. We believe that those 
relative contributions should have been stated explicitly. 

It appears to us that the authors presented their data 
selectively so as to confirm a preexisting psychodynamic bias 
that borderline personality diagnosis is correlated with tran- 
sitional object use. 
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LAWRENCE W. ADLER, M.D. 
Baltimore, Md. 
HIRAM E. ZENGOTITA, M.D. 
Houston, Tex. 


Sır: Humphrey Morris, M.D., and his colleagues reported 
significant correlations between 1) childhood and adult use 
of transitional objects and 2) scores on the Diagnostic 
Interview for Borderline Patients. Use of transitional objects 
was mostly highly correlated (p values<.01) with four 
symptoms: regression in hospital (or psychotherapy), staff 
splitting (or other countertransference problems), deperson- 
alization, and self-mutilation. All four of these symptoms are 
characteristic of patients with dissociative disorders, a set of 
diagnoses not specified as having been ruled out in the study 
cohort. Previous studies have documented overlap between 
dissociative disorders and borderline personality disorder; 
70% of patients with multiple personality disorder meet 
criteria for borderline personality disorder (1). 

If some of the borderline patients in this study had 
coexisting dissociative disorders, this could explain the con- 
centration in this group of transitional object use and the 
highly correlated four symptoms. 1) Regression: patients 
with multiple personality disorder often have a child alter 
who uses transitional objects and who "comes out" when 
they are hospitalized, producing regressed behaviors (2). 2) 
Staff splitting: patients with multiple personality disorder 
also routinely stress and split staff members, who may have 
basic conflicts about whether the diagnosis exists. 3) 
Depersonalization: itself a dissociative disorder, it is also a 
dissociative symptom found in multiple personality disorder, 
amnesias, fugues, and atypical syndromes. 4) Self-mutila- 
tion: two surveys of 170 multiple personality disorder pa- 
tients indicated that more than 68% had attempted suicide at 
least once (3). Like multiple personality patients, the major- 
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ity of patients with borderline personality disorder have a 
history of physical and sexual abuse in childhood (2); such 
histories have been correlated with later violence toward self 
and others within several diagnostic groups (4). Experiences 
of child abuse and neglect have also been linked with the 
development of excessive attachments to nonhuman aspects 
of the environment, including transitional objects (5). 

A case example illustrates the dissociative symptoms un- 
derlying what was initially assessed as transitional object use 
in a borderline patient. 


Mr. A, a 28-year-old-man, was terminated from a day 
hospital because he insisted on bringing his backpack to 
every session. The backpack contained a stuffed animal, 
diapers, a pacifier, and a bottle. Further investigation 
revealed that these paraphernalia “belonged” to a named 
2-year-old personality fragment and were used in a 
paraphilia pursued by another named fragment; an angry 
fragment had alienated the staff in the struggle over the 
backpack; and it was the depressed core personality who 
threatened suicide when this struggle was lost. In dealing 
with this patient’s problems it has been helpful to link his 
ego fragmentation to his previous childhood abuse and to 
help him escape the intrafamilial sexual abuse that was 
still going on at the time he entered treatment. 
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JEAN GOODWIN, M.D., M.P.H. 
Milwaukee, Wis. 


Dr. Morris and Associates Reply 


Str: The objections raised by Drs. Adler and Zengotita 
concern what we take to be the central, and unresolved, 
question in our study: whether transitional object use could 
serve as a developmental and psychodynamic marker for 
borderline persons. 

With regard to methodology, we felt that the data called 
for analysis both by t test and by chi-square. As we reported, 
we did perform both and obtained substantially the same 
results with each. 

That borderline and normal subjects did not differ signif- 
icantly on our measures of transitional object use certainly 
suggests that the absence of transitional object use in the 
nonborderline axis Il group may have been our most signif- 
icant finding. As we stated, we believe that these and other 
distinctions (e.g., between transitional objects and fetishistic 
objects) require more definitive research strategies. Other 
important cases in point would be the determination of the 
relative contributions of sex and diagnosis to transitional 
relatedness scores. 

We agree with Drs. Adler and Zengotita that our results 
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are tentative; we claim no more. Our intent in this study was 
to determine in a preliminary way whether the often taken- 
for-granted association between borderline diagnosis and 
transitional relatedness had empirical support. 

Dr. Goodwin raises the possibility that some of the 
borderline patients in our study had coexisting, undiagnosed 
dissociative disorders. We think this quite unlikely, given 
that none of our subjects received such a diagnosis at 
discharge despite the fact that McLean Hospital clinicians 
are aware of the criteria for multiple personality disorder and 
other dissociative disorders. 


HUMPHREY MORRIS, M.D. 
JOHN G. GUNDERSON, M.D. 
MARY C. ZANARINI, ED.M. 
Belmont, Mass. 


DST Status Not Predicted by Serum Sodium Levels 


Sir: In their article on prediction of postdexamethasone 
cortisol levels by serum sodium levels in patients with major 
depression (1), Gary Tollefson, M.D., Ph.D., and associates 
reported that patients with low sodium levels (<140 mmol/ 
liter) were more likely to be suppressors on the dexametha- 
sone suppression test (DST) and that high sodium levels were 
associated with DST nonsuppression. The authors suggested 
that serum sodium levels could have potential screening 
value for depression and minimize the need for a DST. As 
part of an ongoing DST study, we routinely screen patients 
for serum sodium and potassium with the technique de- 
scribed by Dr. Tollefson and his colleagues (ion-selective 
electrode method) (2). Retrospective analysis of our patient 
sample did not confirm the association between sodium and 
postdexamethasone cortisol levels. 

We used the same exclusion criteria as Dr. Tollefson. 
Twenty-six patients (18 women and eight men) with major 
depression had 8:00 a.m. electrolyte determinations before a 
DST. The mean age of the patients was 43 years; 18 were 
drug free except for nighttime sedation. Blood samples for 
determining plasma cortisol were collected at 4:00 p.m. 
before administration of dexamethasone (1 mg at 11:00 
p.m.) and at 8:00 a.m. and 4:00 p.m. the next day. Ten of the 
26 patients (38%) were nonsuppressors according to a 
cortisol criterion of 140 nmol/liter (5 g/dl). The mean SD 
sodium (139.542.49 mmol/liter) and potassium (4.09+0.35 
mmol/liter) concentrations were not significantly different 
between suppressors and nonsuppressors. Further, no signif- 
icant correlations were observed between pre-DST sodium 
and post-DST cortisol levels at 8:00 a.m. (r=.21) or 4:00 
p.m. (r=.22). There were significant intercorrelations be- 
tween the pre-DST cortisol and the post-DST cortisol levels 
(8:00 a.m., r=.43; 4:00 p.m., r=.55) and between the two 
post-DST cortisol levels (r=.90). 

According to a discriminant function analysis, the best 
predictor of DST nonsuppression was not the sodium levels 
(Wilks's A=0.99; n.s.) but the 4:00 p.m. pre-DST cortisol 
levels (Wilks’s X=0.46; F=26.3, df=1, 23, p<.001). The 
nonsuppressors had elevated pre-DST cortisol levels 
(482+175 nmol/liter) compared to the suppressors (21884 
nmol/liter), indicating cortisol hypersecretion. Although in 
this sample we did not observe a correlation between pre- 
DST sodium and pre-DST cortisol levels (r=—.15), the 
correlation between sodium and post-DST cortisol levels 
reported by Dr. Tollefson and associates could reflect sec- 
ondary changes produced by chronic hypersecretion of 
cortisol, as they suggested in their Discussion section. 
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In conclusion, we find no association between pre-DST 
sodium and post-DST cortisol concentrations. Therefore, the 
suggestion by the authors that substituting sodium level 
measurement for the DST is not justified at this time. 


REFERENCES 


1. Tollefson GD, Zander J, Luxenberg M, et al: Prediction of 
postdexamethasone cortisol levels by serum sodium levels in 
patients with major depression. Am J Psychiatry 1986; 143:81— 
84 


2. Johnson GF, Hunt G, Kerr K, et al: Dexamethasone suppression 
test and plasma dexamethasone levels in depressed patients. 
Psychiatry Res 1984; 13:305—313 


GLENN E. HUNT, M.SC. 
GORDON F. JOHNSON, M.D. 
Sydney, Australia 


Dr. Tollefson and Associates Reply 


Sır: We appreciate the letter by Dr. Johnson and Mr. 
Hunt. As with most putative relationships, the replication of 
numerous investigators is welcome. While they do not make 
specific reference to the diagnosis of major depression in 
their study, we assume that it was concordant with DSM-III 
and Research Diagnostic Criteria. Also, were the various 
factors known to influence the specificity of the outcome of 
the DST excluded in their patient sample? It is not fully clear 
what form of statistical analysis was performed by these 
investigators. In our report a multiple regression analysis was 
performed, using four different blood chemistries as original 
predictors. Sodium level was the only measure to achieve 
significance. A linear regression equation was derived, and 
* through this relationship the 8:00 a.m. sodium level was felt 
to be predictive of an 11:00 p.m. post-DST cortisol level. 
Ninety-percent family competence intervals, using the Schef- 
féand Bonferroni algorithms, were then used, after which we 
used a dichotomous strategy to find the appropriate cutoff. 
Discriminant analysis was also performed. If Dr. Johnson 
and Mr. Hunt used only a dichotomous approach, they may 
have failed to confirm our findings, but they have not ex- 


cluded a possible relationship within their own sample. 

In any event, we welcome this report and any subsequent 
reports that explore the putative relationship between serum 
sodium level and elevation of the cortisol level. Symptom 
severity, depressive subtype, chronicity of therapy, and so 
forth may all be relevant interstudy variables. 


GARY D. TOLLEFSON, M.D., PH.D. 
JANET ZANDER, M.D. 

MICHAEL GARVEY, M.D. 

SANJA SAXENA 

MICHAEL GODES, R.N. 

St. Paul, Minn. 


Longing for Twinship and Lesbianism 


Six: In discussing twinship needs in their excellent review 
of Kohut's work (1), the Drs. Baker drew a conclusion about 
sexuality which ignores the biological influences on behavior 
that the Bakers themselves reported Kohut “did not ade- 
quately address." 

The Bakers wrote of a female patient struggling with her 
need for “sexual contact with a particular [woman] friend.” 
This twinship longing may have been inherently sexual— 
namely, lesbian—not a sexualization of another longing, as 
the Bakers suggested. The nature of the patient's parents may 
well have made it more difficult for the patient to feel 
twinship with other lesbians and thus resolve her conflict, 


` but it is not likely that the parents’ behavior by itself 


produced her lesbian longings—too many studies these days 
indicate a strong biological influence on sexual preference 


(2). 
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Nursing Mothers: Administration to nursing mothers is not recommended. Pediatric Use: 
Safety and efficacy in children below the age of 18 have not been established. 


ADVERSE REACTIONS: During placebo-controlled clinical studies in which 1003 patients 
received HALCION Tablets, the most troublesome side effects were extensions of the phar- 
macologic activity of HALCION, e.g., drowsiness, dizziness, or lightheadedness. 








HALCION Placebo 
Number of Patients 1003 997 
% of Patients Reporting: 
Central Nervous System 
Drowsiness 14.0 6.4 
Headache 9.7 8.4 
Dizziness 78 3.1 
Nervousness 5.2 4.5 
Lightheadedness 48 0.9 
Coordination Disorder /Ataxia 4.6 0.8 
Gastrointestinal 
Nausea/Vomiting 4.6 3.7 





In addition, the following adverse events have been reported less frequently 
(i.e. 0.9-0.5%): euphoria, tachycardia, tiredness, confusional states/memory impairment, 
cramps/pain, depression, visual disturbances. 

Rare (i.e., less than 0.5%) adverse reactions included constipation, taste alterations, 
diarrhea, dry mouth, dermatitis /allergy, dreaming/nightmares, insomnia, paresthesia, 
tinnitus, dysesthesia, weakness, congestion, death from hepatic failure in a patient also 
receiving diuretic drugs. 

The following adverse events have been reported in association with the use of benzodia- 
zepines: dystonia, irritability, anorexia, fatigue, sedation, slurred speech, jaundice, pruritus, 
dysarthria, changes in libido, menstrual irregularities, incontinence and urinary retention. 

As with all benzodiazepines, paradoxicai reactions such as stimulation, agitation, in- 
creased muscle spasticity, sleep disturbances, hallucinations and other adverse behavioral 
effects may occur rarely and in a random fashion. Should these occur, use of the drug 
should be discontinued. 

No laboratory changes were considered to be of physiological significance. 

When treatment is protracted, periodic blood counts, urinalysis and blood chemistry 
analyses are advisable. 

Minor changes in EEG patterns, usually iow-voltage fast activity have been observed in 
patients during HALCION therapy and are of no known significance. 


DRUG ABUSE AND DEPENDENCE: Controlled Substance: HALCION Tablets are a Controlled 
Substance in Schedule IV. Abuse and Dependence: Withdrawal symptoms have occurred 
following abrupt discontinuance of benzodiazepines. Patients with a history of seizures are 
at particular risk. Addiction-prone patients should be closely monitored. Repeat prescrip- 
tions should be limited to those under medical supervision. 


OVERDOSAGE: Because of the potency of triazolam, overdosage may occur at 2 mg, 

four times the maximum recommended therapeutic dose (0.5 mg). Manifestations of over- 
dosage include somnolence, confusion, impaired coordination, slurred speech, and ulti- 
mately, coma. Respiration, pulse, and blood pressure should be monitored and supported 
by general measure when necessary. Immediate gastric lavage should be performed. 
Multiple agents may have been ingested. 


Store at controlled room temperature 15°-30°C (59°-86°F). 
Caution: Federal law prohibits dispensing without prescription. B-3-S 
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CONTRAINDICATIONS 

Patients with sensitivity to this drug or 
other benzodiazepines and in acute 
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WARNINGS 

Not of value in psychotic patients. 
Caution patients against hazardous 
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ingestion of alcohol and other CNS 
depressant drugs. 

Benzodiazepines can cause fetal 
‘harm in pregnant women. Warn patients 
of the potential hazard to the fetus. 
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PRECAUTIONS 

General: The dosage of XANAX Tablets 
should be reduced or withdrawn grad- 
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been reported upon abrupt withdrawai. 
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chotropics or anticonvulsant drugs, 
consider drug potentiation (see Drug 
Interaction section). Exercise the usual 
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Dosage and Administration). Observe 
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zodiazepines have been reported. Drug/ 
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specific test. Carcinogenesis, Muta- 
genesis, impairment of Fertility: No car- 
cinogenic potential or impairment of 
fertility in rats. Pregnancy: See Warnings. 
Nonteratogenic Effects: The child born 
of a mother on benzodiazepines may 
be at some risk for withdrawal symp- 
toms and neonatal flaccidity. Labor and 
Delivery: No established use. Nursing 
Mothers: Benzodiazepines are excreted 
in human milk. Women on XANAX should 
not nurse. Pediatric Use: Safety and ef- 
fectiveness in children below the age of 
18 have not been established. 


ADVERSE REACTIONS 
Side effects are generally observed at 
the beginning of therapy and usually 
disappear with continued medication. In 
the usual patient, the most frequent side 
effects are likely to be an extension of 
the pharmacologic activity of XANAX, 
eg, drowsiness or lightheadedness. 
Central nervous system. Drowsiness, 
lightheadedness, depression, head- 


ache, confusion, insomnia, nervousness, 


syncope, dizziness, akathisia, and 
tiredness/sleepiness. 

Gastrointestinal: Dry mouth, consti- 
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Musculoskeletal: Rigidity and tremor. 

Cutaneous: Dermatitis/allergy. 
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In addition, the following adverse events 
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benzodiazepines: dystonia, irritability, 
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ment, loss of coordination, fatigue, se- 
dation, slurred speech, jaundice, muscu- 
loskeletal weakness, pruritus, diplopia, 
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dysarthria, changes in libido, menstrual 
irregularities, incontinence and urinary 
retention. 

Paradoxical reactions such as stim- 
ulation, agitation, increased muscle 
spasticity, sleep disturbances, and hal- 
lucinations may occur Should these 
occur, discontinue the drug. 

During prolonged treatment, periodic 
blood counts, urinalysis, and blood 
chemistry analysis are advisable. Minor 
EEG changes of unknown significance 
have been observed. 


DRUG ABUSE AND DEPENDENCE 
Physical and Psychological Dependence: 
Withdrawal symptoms have occurred 
following abrupt discontinuance of 
benzodiazepines. Withdrawal seizures 
have occurred upon rapid decrease or 
abrupt discontinuation of therapy. In all 
patients, dosage should be gradually 
tapered under close supervision. Pa- 
tients with a history of seizures or epi- 
lepsy should not be abruptly withdrawn 
from XANAX. Addiction-prone individ- 
uals should be under careful surveil- 
lance. Controlled Substance Class: 
XANAX is a controlled substance and 
has been assigned to schedule IV. 
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with Gilles de la Tourette's syndrome. D.E. Comings and B.G. Comings 


Depressed mood after stroke: a community study of its frequency. D.T. Wade, J. 
Legb-Smitb and R.A. Hewer 


Correlation between the 37-item mental test score and abbreviated 10-item mental 
test score by psychogeriatric day patients. P. Thompson and G. Blessed 


Monoamine oxidase inhibitors and narcotic analgesics: a critical review of the 
implications for treatment. B. Browne and S. Linter 


Clomipramine, tryptophan and lithium in combination for resistant endogenous 
depression: seven case studies. A.S.: Hale, A.W. Proctor and P.K. Bridges 


Suicide in Scottish prisons. S.A. Backett 


Reality orientation and reminiscence therapy: a controlled cross-over study of 
elderly confused people. S. Baines, P. Saxby and K. Eblert 


Explorations of a crisis intervention service. D.A. Winter, H. Shivakumar, R.J. 
Brown, M. Riott, W.J. Drysdale and S. Jones 


Referrals to a Scottish drug dependence unit: a descriptive study. M.M. O'Rourke 
and J.A. Taylor 


Comparison of electrical measurements on constant voltage and constant current 
ECT machines. R. Railton, J. Fisher, A. Sinclair and J.M. Sbrigmankar 


Brief Reports 


Varieties of combat stress reaction: an immunological metaphor. R. Garb, I. Kutz, 
A. Bleich and Z. Solomon 


Heroin abusers in psychiatric beds: a Glasgow study. A.A. Fraser, A. Greer and P. 
Jaubar 


Capgras syndrome: a case report from Zimbabwe. S. Chawla, T. Buchan and N. 
Galen 


Ganser syndrome: a case report and discussion. P.D. Dabholkar 

Folie à deux in Down's syndrome: a case report. C.J. Meakin, E B. Renvoize and J. 
Kent 

Psychiatric presentation of Creutzfeldt-Jakob disease: a case report. M.S. Keshavan, 
W.A. Lishman and J.T. Hughes 


Capgras syndrome—an unusual case and discussion of psychodynamic factors. R. 
O'Reilly and L. Malhotra 
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Where is the Library and 
Archives? 

The Library and Archives is on 
the third floor of the APA head- 
quarters building at 1400 K Street 
N.W., Washington, D.C. The hours 
are 9 am to 5 pm Monday through 
Friday. 


How can I use the Library and 
Archives? 

You can request information by 
mail, telephone or personal visits. 


Can I borrow books? 


APA members (and cooperating 
libraries) may borrow books at no 
charge. The normal loan period is 4 
weeks, 


Can I get reprints of journal 
articles from the Library? 


No. Reprints are available from 
authors. Libraries can only supply 
photocopies. We encourage you to 
make use of local sources for jour- 
nals, but we will photocopy articles 
from our collection at the pre-paid 
cost of $3 to members. 


Is there a number I can call 
for answers? 

Yes. (202) 682-6058 is the 
reference number. We try to answer 
questions right away, but some- 
times we need time to gather infor- 
mation. We can usually respond 


within 24 hours. E = 


Mss 
do computer 3 


searching? = 


Yes. (202) 682-6057 is the 
number to call to request a com- 
puter literature search. Because 
search requests require a signed 
form, it's a good idea to keep a 
supply on hand. Call and ask us to 
send some for your next project. 
Charges for members are cost plus 






Does the Library 
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$15; non-members, cost plus $85. 
'Turnaround time is 2 weeks. 
Records retrieved include full 


i bibliographic citations and in most 


cases abstracts. 


Can you help me find an article 
in Psychiatric News? 

Yes. Call (202) 682-6080. The 
APA Library provides the only in- 
depth indexing service for 
Psychiatric News. There is com- 
plete coverage since 1978. 





Does the Library have 
audiovisual material? What 
kinds? 

Yes. The AV collection includes 
audiocassettes and, video- 
cassettes. The audio collection has 
taped symposia from annual meet- 
ings since 1976; the video collec- 
tion has clinical presentations 
useful for staff and continuing 
medical education. The loan period 
is 3 weeks. 





What's in the Archives? 

The Archives holds the records 
created by the APA, such as 
minutes, reports, correspondence, 
and photographs. There are a few 
collections of papers of individual 
psychiatrists such as Daniel Blain, 
Leo Kanner and John C. Whitehorn. 
Additionally the Archives is the 
sole repository for the papers of 
Albert Deutch. There are tapes and 
transcripts from an oral history 
project, and a collection of artifacts 
that relate to the history of 
American psychiatry. These materi- 
als may be used in the Archives or 
photocopied, but they do not 
circulate. 


* AF is LIBRARZ AJD ARCHIVES 


Answers to Questions Our Members Often Ask 





Does the Library have a rare 
book collection? 

Yes. Our rare book collection 
contains many valuable and first 
editions of early works that reflect 
the history of psychiatry. Among 
its volumes are first edition copies 
of Benjamin Rush's Medical In- 
quiries and Observations Upon the 
Diseases of the Mind and Joseph 
Breuer and Sigmund Freud's Stu- 
dien uber Hysterie. 

The growth of this collection 
depends on gifts. However, the 
Library is not authorized to give 
appraisals for income tax purposes. 


Would you like me to donate my 
books and old journals to the 
Library? ~ 

Yes. We are always pleased to 
receive gifts, but we must reserve 
the right to evaluate your gift for 
relevance to the Association and 
dispose of any books or journals we 
cannot use. Each donor is appro- 
priately acknowledged on a 
bookplate attached to the volume. 


Would the Library like a copy of 
my new book? 


Absolutely! In fact the APA 
Library began in 1961 with a collec- 
tion of autographed books by 
member-authors. This is a tradition 


we especially like to keep alive. 
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CHARLES C THOMAS ¢ PUBLISHER 


New! DISULFIRAM (ANTABUSE®)—A UNIQUE 
MEDICAL AID TO SOBRIETY: History, Pharmacology, Re- 
search, Clinical Use by Ronald W. McNichol, John A. 
Ewing, and Morris D. Faiman. Professionals will herein find 
a wealth of clinical information on an important treatment 
option for the disease of alcohol addiction—disulfiram (An- 
tabuse®), This book encompasses a compilation of research 
on this unique medical aid, its pharmacodynamics, pharma- 
cokinetics and toxicology. Aug. 87, about $19.75 


New! THE PREDICTION OF CRIMINAL VIOLENCE 
edited by Fernand N. Dutile and Cleon H. Foust. Experts in 
the field present their positions and viewpoints regarding 
prediction in both the criminal and juvenile justice systems. 
They explore legal and ethical limits on the use of predic- 
tions of dangerousness, clinical applicability for prediction, 
diversion from prosecution, attempts to predict pretrial 
violence, and criminal violence prediction for juveniles. 87, 
$34.75 


New! INVOLUNTARY CIVIL COMMITMENT OF THE 
MENTALLY ILL IN THE POST-REFORM ERA by Robert D. 
Miller. The author discusses the three major definitional cri- 
teria for commitment—mental disorder, dangerousness, and 
need for treatment; and examines the procedural criteria of 
right to counsel, to remain silent, to treatment, to least re- 
strictive environment, to refuse treatment, and access to 
records. Aug. 87, about $42.75 


New! SCIENTIFIC ASPECTS OF GRAPHOLOGY: A 
Handbook edited by Baruch Nevo. Critically examining the 
scientific evidence of handwriting behavior, this work ad- 
dresses the prejudice that hinders scientific graphological 
research. Chapters cover the major schools of graphology; 
developmental and situational effects on handwriting, such 
as changes due to stress or mental illness; validity studies; 
and methodological considerations. 87, $40.50 


PSYCHIATRIC SEQUELAE OF CHILD ABUSE: Reconnais- 
sance of Child Abuse and Neglect — Evaluation, Prospects, 
Recommendations by Jamia Jasper Jacobsen. This defini- 
tive guide to child abuse and neglect analyzes and explains 
psychological processes in violence, family violence, dy- 
namics of child abuse, sexual abuse, psychological maltreat- 
ment, the repercussions of child abuse, and many other top- 
ics. ‘86, $29.25 


ATTACKS ON THE INSANITY DEFENSE: Biological Psy- 
chiatry and New Perspectives on Criminal Behavior by 
C. R. Jeffery. The author reviews a medical model of 
criminal behavior and contrasts criminal law’s view of hu- 
man nature with that of biological psychiatry. He also re- 
views the insanity defense, analyzes the meaning of insanity 
and mental illness, and evaluates the role of physical and 
mental disease in criminality. 85, $32.75 


THE CLINICAL APPLICATION OF PROJECTIVE DRAW- 
INGS (6th Ptg.) edited by Emanuel F. Hammer. This classic 
guide to projective drawings grounds the reader in the fun- 
damentals and goes on to consider differential diagnosis, ap- 
praisal of psychodynamics, conflict and defense, psycholog- 
ical resources as treatment potentials, and projective draw- 
ing usage in therapy. '80, $38.25 


New! THE PSYCHOTHERAPIST-PATIENT PRIVI- 
LEGE: A Critical Examination by Daniel W. Shuman and 
Myron F. Weiner. The authors—a law professor and a 
psychiatrist—herein examine the role that privilege actually 
plays in therapy and its impact in litigation. They discuss 
professional ethics and confidentiality, psychosocial theory 
and privileged communication, and the legal foundations of 
privilege and professional secret. 87, $29.75 


New! VIOLENCE PREDICTION: Guidelines for the 
Forensic Practitioner by Harold V. Hall. Forensic distortion 
analysis, dangerous prediction pitfalls, and training in 
violence prediction are among the topics discussed. Unique 
working appendices then present prediction tasks, checklist 
of violence factors, assessment report format, program eval- 
uation format, and needs assessment inventory. Aug. ‘87, 
about $29.75 


New! ACTIVITIES FOR CHILDREN IN THERAPY: A 
Guide for Planning and Facilitating Therapy with Troubled 
Children by Susan T. Dennison and Connie K. Glassman. 
More than 200 fun and creative activities are presented for 
professional use with children between the ages of five and 
twelve. These ideas cover relationship building and self- 
disclosure, affective awareness and communication, social 
skills, school, termination, and follow-up. 87, $32.75 


New! A REVIEW OF PERSONALITY THEORIES by 
Victor J. Drapela. Ranging from psychoanalysis to beha- 
viorism and from psychosocial to humanistic and existential 
approaches, this book discusses the major theories of per- 
sonality. Explanatory drawings complement the text, and 
each chapter features a study guide on the discussed theory. 
A special section assists readers in classifying personality 
theories in terms of their underlying philosophical assump- 
tions. 87, $19.75 


HYPNOSIS COMPLICATIONS: Prevention and Risk Man- 
agement by Frank J. MacHovec. This informative book fo- 
cuses on the unexpected problems and complications of 
hypnosis. Risk evaluation; itemized risk factors related to 
subjects, hypnotists and the environment; malpractice; and 
risk management including crisis intervention all receive in- 
depth coverage. 86, $24.75 


THE DIFFERENTIAL DIAGNOSTIC TECHNIQUE —A VI- 
SUAL MOTOR PROJECTIVE TEST: Research and Clinical 
Use by Otto Weininger. This test consists of twelve figures 
on stimulus cards to be copied by the child or adult. An in- 
terpretive structure of psychoanalytic symbolism is pro- 
vided for the resulting drawings, and the quantitative 
scores also allow for objective analysis. Individual case ex- 
amples and reliability and validity studies are included. 
‘86, $27.25 


PERSONALITY PROJECTION IN THE DRAWING OF THE 
HUMAN FIGURE: A Method of Personality Investigation 
(11th Ptg.) by Karen Machover. An original technique for 
human figure drawing analysis receives total coverage in 
this classic text. The author details the method's back- 
ground, explains administration and interpretation, identi- 
fies specific elements and their import, and provides many 
illustrative examples. 80, $21.75 
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CHILD AND ADULT 
PSYCHIATRIST 


Child Psychiatrist and Adult Psychi- 
atrist, Madison, Wisconsin. Out- 
standing career opportunity to join 
a multi-disciplinary comprehensive 
Psychiatric Department at the Dean 
Medical Center, a multi-specialty 
group located in an outstanding 
community. The position involves 
assessment, treatment, as well as 
supervision of clinical social worker 
staff. 


Generous salary and comprehen- 
sive benefit program which leads to 
partnership in two years. 


Please send inquiries and resumes 
to: Peter J. Clagnaz, M.D., Chair- 
man, Department of Psychiatry, 
Dean Medical Center, 1313 Fish 
Hatchery Road, Madison, WI 53715. 


Equal Opportunity/Affirmative Action Employer. 


The Sixteenth Annual 


CLINICAL NEUROLOGY 


FOR PSYCHIATRISTS 


PSYCHIATRIST 


Chief of Psychiatry and staff psychiatrist 
positions available at this 786 bed neu- 
ropsychiatric medical center with a di- 
versified Psychiatric Service of 462 
beds. Applicants for Chief of Service 
must be board certified; staff positions 
available for board certified/board eligi- 
ble physicians. 


Located in South Central Michigan with 
excellent schools, summer and winter 
recreational facilities. Salary commen- 
surate with education and experience. 


Excellent federal benefits include health 
and life insurance, federal employees 
retirement system, social security, lib- 
eral vacation and sick leave policy, lia- 
bility coverage. Chief of Staff, VA Med- 
ical Center, Battle Creek, MI 49016 or 
call (616) 966-5600, extension 3581. 


AN EQUAL OPPORTUNITY EMPLOYER 


VAN 


Veterans 








Administration 








Directed by 
David M. Kaufman, M.D. 


Disney World, Oriando, Florida: 

Buena Vista Palace Hotel, Walt Disney World Village 
Lake Buena Vista, FL 32830 

January 29-31, 1988 





For more information, call (212) 920-6674; or mail coupon with 
check made payable to Continuing Medical Education for $350 tuition 
to: Office of Continuing Medical Education, Montefiore Medical 
Center, 3301 Bainbridge Avenue, Bronx, NY 10467. (Tuition covers 
all materials and textbook. To order textbook only, enclose $50.00 
with coupon.) 







i Please register me for the sixteenth annual course Clinical 
i Neurology for Psychiatrists (enclose tuition, $350, US funds; 
make checks payable to Continuing Medical Education). 





Los Angeles, California: Westwood Plaza Holiday Inn 
10740, Wilshire Boulevard, Westwood, Los Angeles, CA 90024 
February 19-21, 1988 






Disney World: 0 Los Angeles: Cl New York: O 


New York City, New York: The Japan Society 
333 East 47th Street, New York, NY 10017 
March 11-13, 1988 


THE EXPLICIT, CLEAR, & CONCISE WEEKEND PROGRAM 
This intensive three-day program, 8:30 am to 5 pm daily, prepares 

psychiatrists for the American Board of Psychiatry and Neurology. 

Through extensive use of review sessions, videotape, slides, prac- 

tice questions and Clinical Neurology for Psychiatrists, Kaufman. 

(Grune & Stratton), participants cover: dementia, memory disorders, 

aphasia, anosognosia, and other perceptual disorders; partial com- 


n 


Please send me the textbook Clinical Neurology for 
Psychiatrists only (enclose check, $50.00 payable to 
"Clinical Neurology"). 





Are you a psychiatrist? yes 0 no D 














Are you preparing for ABPN? yes N no 























s $ A : Name 
plex and other seizures; neurotransmitter basis of pain; mental as 
well as physical effects of daminant and non-dorninant hemisphere Street 
injuries, spinal cord lesions, and peripheral nervous system : 
diseases; dementia and other neurologic manifestations of AIDS; City State Zip 
sleep disorders; and CT, MRI, EEG, and CSF analysis. Telephone 
office home 


Approved for 30 Category | CME Credits by 
Montefiore Medical Center/Albert Einstein College of Medicine 
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What's the best dosage 
strategy for neuroleptic 
maintenance therapy? 


“<The maintenance dose should be the 
minimum amount that maintains 
therapeutic response and allows the 
patient to function best. 77* 


[ rescri be 


ose 
PROLIXIN 


(fluphenazine 
hydrochloride) £ 











Many patients can be 
maintained on 
1 to 5 mg once a day! 


*AMA Division of Drugs: AMA drug 
evaluations, ed 5, Chicago, American 
Medical Association, 1983, p 219 


TBefore prescribing, consult the 
full prescribing information for 
recommended dosage and 
administration 








Safe, effective 
treatment 


Helps avoid side effects most commonly 
associated with low-potency neuroleptics’ 
> Less sedation’ 

> Fewer anticholinergic effects” 

> Less risk of cardiovascular effects” 

p Rarely reported sexual dysfunction? 


Acute care through 
maintenance therapy 


The low-dose PROLIXIN* family of products 
offers continuity of care, with a dosage form for 
every need: 


> Oral concentrate or fast-acting injection fo 
treatment of acute psychosis 


b» Tablets, oral concentrate, or elixir for oral 
maintenance 


> Long-acting PROLIXIN DECANOATE® 
(fluphenazine decanoate injection) for depo! 
maintenance 


Low-Dose 


PROLIXIN 


(fluphenazine hydrochloride) 
ORAL MAINTENANCE 


Lowering the dose, 
lowering dose-related side effects 


* While the risk of extrapyramidal symptoms is increasea with high-pot. 
neuroleptics, these symptoms are usually dose-related and can gene 
be controlled by dosage adjustments. 


Please see brief summary on last page of this advertisement. 


Low-dose PROLIXIN ‘vy. rocchioride) 





5.0 mg 
© 
10.0 mg 
e c 
10mg 25mg 
PROLIXIN® Tablets | PROLIXIN® Oral 
(fluphenazine Concentrate 
hydrochloride (fluphenazine 
tablets USP) hydrochloride 


1, 2.5, 5, and 10 mg—bottles 
of 50 and 500, and Unimatic® 
unit-dose packs of 100 


oral solution) 


5 mg/mL in bottles of 120 mL 
with calibrated dropper 


*Please check the substitution laws in your state. 


PROLIXIN" 
Fluphenazine Hydrochloride 


TABLETS/ELIXIR/ORAL CONCENTRATE/INJECTION 


PROLIXIN DECANOATE* 
Fluphenazine Decanoate Injection 


DESCRIPTION: Prolixin Tablets (Fluphenazine Hydrochloride Tablets USP) provide 
1, 2.5, 5, or 10 mg fluphenazine hydrochloride per tablet. Prolixin 2.5, 5, and 10 mg 
tablets contain FD&C Yellow No. 5 (tartrazine). Prolixin Elixir (Fluphenazine Hy- 
drochloride Elixir USP) provides 0.5 mg fluphenazine hydrochloride per mL (2.5 
mg per 5 mL teaspoonful) with 1496 alcohol by volume. Prolixin Oral Concentrate 
(Fluphenazine Hydrochloride Oral Solution*) provides 5 mg fluphenazine hydro- 
chloride per mL, with 14%* alcohol by volume (exceeds the USP monograph 1.2% 
limit). Prolixin Injection (Fluphenazine Hydrochloride Injection USP) provides 2.5 
mg fluphenazine hydrochloride per mL; it contains 0.1% methylparaben and 0.01% 
propylparaben as preservatives. Prolixin Decanoate (Fluphenazine Decanoate 
Injection) provides 25 mg fluphenazine decanoate per mL in a sesame oil vehicle 
with 1.2% (w/v) benzyl alcohol as preservative. 


CONTRAINDICATIONS: In the presence of suspected or established subcortical 
brain damage. In patients who have a blood dyscrasia or liver damage, or who are 
receiving large doses of hypnotics, or who are comatose or severely depressed. 
In patients who have shown hypersensitivity to fluphenazine; cross-sensitivity to 
phenothiazine derivatives may occur. Fluphenazine Decanoate is not intended 
for use in children under 12. 


WARNINGS: Tardive Dyskinesia—potentially irreversible, involuntary, dyskinetic 
movements may develop. This syndrome appears to be most prevalent among the 
elderly, especially women; however, prevalence estimates do not reliably predict, 
at the inception of neuroleptic treatment, those patients likely to develop the syn- 
drome. It is unknown if neuroleptics differ in their potential to cause tardive 
dyskinesia. The risk of developing the syndrome and the likelihood of its irrevers- 
ibility are believed to increase as duration of treatment and cumulative dose in- 
crease. Although uncommon, the syndrome can develop after brief treatment at 
low doses. There is no known treatment for tardive dyskinesia, although partial or 
complete remission may occur with withdrawal of the neuroleptic. Neuroleptic 
treatment may suppress signs and symptoms of the syndrome and may mask the 
underlying disease process. The effect of symptomatic suppression on the long- 
term course of the syndrome is unknown. Neuroleptics should, thus, be pre- 
scribed with consideration for the potential of tardive dyskinesia. Chronic treatment 
should generally be reserved for patients with chronic illness that responds to 
neuroleptic drugs, and for whom alternative effective, less harmful treatments are 
not available or appropriate. Patients requiring chronic treatment should receive 
the smallest dose and shortest duration of treatment producing a satisfactory 
clinical response. Continuation of treatment should be reassessed periodically. If 
signs and symptoms of tardive dyskinesia appear, neuroleptic discontinuation 
should be considered. However, some patients may require continued treatment. 
(See PRECAUTIONS and ADVERSE REACTIONS.) 

Mental and physical abilities required for driving a car or operating heavy ma- 
chinery may be impaired by use of this drug. Potentiation of effects of alcohol may 
occur. Safety and efficacy in children have not been established because of inad- 
equate experience in use in children. Severe adverse reactions, requiring imme- 
diate medical attention, may possibly occur. 

Usage In Pregnancy: Safety for use during pregnancy has not been established; 
weigh possible hazards against potential benefits if administering any of these 
drugs to pregnant patients. 

PRECAUTIONS: Caution must be exercised if another phenothiazine compound 
caused cholestatic jaundice, dermatoses or other allergic reactions because of 
the possibility of cross-sensitivity. Prolixin Tablets (Fluphenazine Hydrochloride 
Tablets USP) 2.5, 5, and 10 mg contain FD&C Yellow No. 5 (tartrazine) which may 
cause allergic-type reactions (including bronchial asthma) in certain susceptible 
individuals. Although the overall incidence of FD&C Yellow No. 5 (tartrazine) sen- 
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PROLIXIN® Elixir PROLIXIN® 


(fluphenazine Injection 
hydrochloride (fluphenazine 

elixir USP) hydrochloride 

0.5 mg/mL—orange-flavored— injection USP) 

in bottles of 473 mL (1 pint) and j i 
60 mL dropper-assembly bottles m ^in i oiia 


sitivity in the general population is low, it is frequently seen in patients who also 
have aspirin hypersensitivity. When psychotic patients on large doses of a pheno- 
thiazine drug are to undergo surgery, hypotensive phenomena should be watched 
for; less anesthetics or central nervous system depressants may be required. 
Because of added anticholinergic effects, fluphenazine may potentiate the ef- 
fects of atropine. 

Use fluphenazine cautiously in patients exposed to extreme heat or phospho- 
rus insecticides; in patients with a history of convulsive disorders, since grand 
mal convulsions have occurred; and in patients with special medical disorders, 
such as mitral insufficiency or other cardiovascular diseases and pheochromo- 
cytoma. Bear in mind thet with prolonged therapy there is the possibility of liver 
damage, pigmentary retinopathy, lenticular and corneal deposits, and develop- 
ment of irreversible dyskinesia. 

Neuroleptic drugs elevate prolactin levels; the elevation persists during chronic 
administration. Tissue culture experiments indicate that approximately one-third 
of human breast cancers are prolactin dependent in vitro, a factor of potential 
importance if the prescription of these drugs is contemplated in a patient with a 
previously detected breast cancer. Although disturbances such as galactorrhea, 
amenorrhea, gynecomastia, and impotence have been reported, the clinical sig- 
nificance of elevated serum prolactin levels is unknown for most patients. An 
increase in mammary neoplasms has been found in rodents after chronic admin- 
istration of neuroleptic drugs. Neither clinical studies nor epidemiologic studies 
conducted to date, however, have shown an association between chronic admin- 
istration of these drugs and mammary tumorigenesis; the available evidence is 
considered too limited to be conclusive at this time. 

Periodic checking of hepatic and renal functions and blood picture should be 
done. Monitor renal function of patients on long-term therapy; if BUN becomes 
abnormal, discontinue fluphenazine. “Silent pneumonias” are possible. 
Fluphenazine decanoate should be administered under the direction of a physi- 
cian experienced in the clinical use of psychotropic drugs. 


Information for Patients: It is likely that some patients exposed chronically to 
neuroleptics will develop tardive dyskinesia; full information should be given to all 
patients, if possible, who are candidates for chronic use. Informing patients and/or 
guardians must take into account clinical circumstances and patient competency. 
Abrupt Withdrawal: In general, phenothiazines do not produce psychic depen- 
dence. However, gastritis, nausea and vomiting, dizziness, and tremulousness have 
been reported following abrupt cessation of high dose therapy; reports suggest 
that these symptoms can be reduced if concomitant antiparkinsonian agents are 
continued for several weeks after the phenothiazine is withdrawn. 


ADVERSE REACTIONS: Centra/ Nervous System: Extrapyramidal symptoms are 
most frequently reported. Most often these symptoms are reversible, but they 
may be persistent. They include pseudoparkinsonism, dystonia, dyskinesia, 
akathisia, oculogyric crises, opisthotonos, and hyperreflexia. Muscle rigidity some- 
times accompanied by hyperthermia has been reported following use of 
fluphenazine decanoate. One can expect a higher incidence of such reactions 
with fluphenazine decanoate than with less potent piperazine derivatives or 
straight-chain phenothiazines. The incidence and severity of such reactions will 
depend more on individual patient sensitivity, but dosage level and patient age 
are also determinants. As these reactions may be aiarming, the patient should 
be forewarned and reassured. These reactions can usually be controlled by 
administration of an antiparkinsonian drug such as benztropine mesylate and by 
subsequent reduction in dosage. 

Tardive Dyskinesia: See WARNINGS. Characterized by involuntary choreo- 
athetoid movements involving tongue, face, mouth, lips, or jaw (e.g., tongue pro- 
trusion, puffing cheeks, puckering mouth, chewing movements), trunk and 
extremities. Severity and degree of impairment vary widely. May become clinically 
recognizable either during treatment, dosage reduction, or treatment withdrawal. 
To facilitate early detection, reduce dosage periodically (if clinically possible) 
and observe for signs of the disorder, especially since neuroleptics may mask 
the signs of the syndrome. 


References: 1. Baldessarini RJ: Drugs and the treatment of psychiatric disorders, in Gilman AG, Goodman LS (eds): The Pharmacological Basis of 
Therapeutics, ed 6. New York, Macmillan Publishing Co, Inc , 1980, p 415. 2. Mason AS, Granacher RP: Clinical Handbook of Antipsychotic Drug Therapy 


New York, Brunner/Mazel, 1980, pp 203, 221, 239 
437-503 


Please see brief summary continuing on following paae. 


Rare occurrences of neuroleptic malignant syndrome 
(NMS) have been reported in patients on neuroleptic 
therapy. The syndrome is characterized by hyperthermia, 
muscular rigidity, autonomic instability (labile blood 
pressure, tachycardia, diaphoresis), akinesia, and 
altered consciousness, sometimes progressing to stu- 
por or coma. Leukocytosis, elevated CPK, liver function 
abnormalities, and acute renal failure may also occur. 
Neuroleptic therapy should be discontinued immedi- 
ately and vigorous symptomatic treatment implemented 
since the syndrome is potentially fatal. 

Phenothiazine derivatives have been known to cause 
restlessness, excitement, or bizarre dreams; reactiva- 
tion or aggravation of psychotic processes may be 
encountered. If drowsiness or lethargy occurs, the-dos- 
age may need to be reduced. Dosages, far in excess of 
the recommended amounts, may induce a catatonic- 
like state. 

Autonomic Nervous System: Hypertension and fluc- 
tuations in blood pressure have been reported. Although 
hypotension is rarely a problem, patients with pheochro- 
mocytoma, cerebral vascular or renal insufficiency, or a 
severe cardiac reserve deficiency such as mitral insuf- 
ficiency appear to be particularly prone to this reaction 
and should be observed carefully. Supportive mea- 
sures including intravenous vasopressor drugs should 
be instituted immediately should severe hypotension oc- 
cur; Levarterenol Bitartrate Injection is the most suit- 
able drug; epinephrine should not be used since 
phenothiazine derivatives have been found to reverse 
its action. Nausea, loss of appetite, salivation, polyuria, 
perspiration, dry mouth, headache, and constipation 
may occur. Reducing or temporarily discontinuing the 
dosage will usually control these effects. Blurred vision, 
glaucoma, bladder paralysis, fecal impaction, paralytic 
ileus, tachycardia, or nasal congestion have occurrec 
in some patients on phenothiazine derivatives. 

Metabolic and Endocrine: Weight change, peripheral 
edema, abnormal lactation, gynecomastia, menstrual ir- 
regularities, false results on pregnancy tests, impotency 
in men and increased libido in women have occurred in 
some patients on phenothiazine therapy. 

Allergic Reactions: Itching, erythema, urticaria, seb- 
orrhea, photosensitivity, eczema and exfoliative derma- 
titis have been reported with phenothiazines. The 
possibility of anaphylactoid reactions should be borne 
in mind. 

Hematologic: Blood dyscrasias including leukopenia, 
agranulocytosis, thrombocytopenic or nonthrombocy- 
topenic purpura, eosinophilia, and pancytopenia have 
been observed with phenothiazines. If soreness of the 
mouth, gums or throat, or any symptoms of upper 
respiratory infection occur and confirmatory leukocyte 
count indicates cellular depression, therapy should be 
discontinued and other appropriate measures instituted 
immediately. 

Hepatic: Liver damage manifested by cholestatic 
jaundice, particularly during the first months of therapy, 
may occur; treatment should be discontinued. A ceph- 
alin flocculation increase, sometimes accompanied by 
alterations in other liver function tests, has been reported 
in patients who have had no clinical evidence of liver 
damage. 

Others: Sudden deaths have been reported in hospi- 
talized patients on phenothiazines. Previous brain dam- 
age or seizures may be predisposing factors. Highdoses 
should be avoided in known seizure patients. Shortly 
before death, several patients showed flare-ups of psy- 
chotic behavior patterns. Autopsy findings have usually 
revealed acute fulminating pneumonia or pneumonitis, 
aspiration of gastric contents, or intramyocardial lesions. 
Although not a general feature of fluphenazine, potenti- 
ation of central nervous system depressants such as 
opiates, analgesics, antihistamines, barbiturates and al- 
cohol may occur. 

Systemic lupus erythematosus-like syndrome, hypo- 
tension severe enough to cause fatal cardiac arrest, 
altered electrocardiographic and electroencephalo- 
graphic tracings, altered cerebrospinal fluid proteins, 
cerebral edema, asthma, laryngeal edema, and angio- 
neurotic edema; with long-term use, skin pigmentation, 
and lenticular and corneal opacities have occurred with 
phenothiazines. Local tissue reactions occur only rarely 
with injections of fluphenazine decanoate. 


HOW SUPPLIED: Tablets—1 mg, 2.5 mg, 5 mg, and 10 
mg in bottles of 50, 100 and 500, and in Unimatic" car- 
tons of 100. Elixir—in bottles of 473 mL (1 pint) and in 60 
mL dropper-assembly bottles with calibrated dropper. 
Oral Concentrate—in bottles of 120 mL with calibrated 
dropper. /njection—in multiple-dose vials of 10 mL. 
Fluphenazine Decanoate—in 1 mL Unimatic” single dose 
preassembled syringes and 5 mL vials. 

For full prescribing information, consult package 
inserts. (J4-120/147/153/150) 


© 1987 E.R. Squibb & Sons, Inc. Princeton, NJ 
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Psychiatrists 


$84,200-$103,400 (contract) 
$66,400-$77,000 (classified) 
(salaries under review) 
(plus $4,168 per year patient 
care allowance) 


Challenging career opportunities now exist with the 
MINISTRY OF HEALTH, Lakehead Psychiatric Hospi- 
tal, a 237-bed accredited teaching facility affiliated 
with the University of Western Ontario. You will 
provide active treatment and educational/consultative 
services in the hospital and to the community. The 
ministry offers a $40,000 income-tax-free underser- 
viced area grant, paid quarterly over four years, anda 
general benefits package. Short-term and part-time 
contracts also available. The Ministry of Health has 
a smoke-free workplace policy. Location: Thunder 
Bay, a city of 125,000 which has excellent transporta- 
tion services to Toronto, Winnipeg and Minneapolis, 
and year-round recreational facilities. The college 
and university provide a wide range of educational 
opportunities. 


Qualifications: Speciality certificate in psychiatry 
from the Royal College of Physicians and Surgeons of 
Canada: licensed or eligible for licensing by the 
Ontario College of Physicians and Surgeons. 


Please submit application/resume, quoting file 
HL-24-14/87, as soon as possible to: Dr. J. B. Frost, 
Medical Director, Lakehead Psychiatric Hospital, 
580 Algoma Street North, P.O. Box 2930, Thunder 
Bay, Ontario, P7B 5G4. 


Equality of Opportunity for Employment 


Ontario 
Public Service 





Excellent Practice Opportunity 
PSYCHIATRIST 


Park Place Hospital - a new 60-bed 
psychiatric facility - is offering a position for a 
board certified or board eligible psychiatrist. 
Located in Kissimmee, Florida - Park Place 
Hospital is in a tourist-centered area with a coun- 
ty population of approximately 90,000. The 
climate is warm year round with an abundance 
of lakes and recreation areas. 


9 Opportunity for private practice and 
salaried medical administration position 





















ə New office building located near hospital 
facility 

o Outstanding compensation package 
available, including paid relocation 


Please call or send curriculum vitae 


Park ?lace Hospital 


FEA 206 Park Place 
Kissimmee, Florida 32741 
P4 







(305) 846-0444 
Equal Opportunity Employer 
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The PONES 
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British Columbia 


DEPARTMENT OF PSYCHIATRY 
ASSISTANT 
PROFESSOR 


The Department of Psychiatry has available a tenure track position for an 
academic psychiatrist with a special interest in research and treatment of 
schizophrenia. 





Located in the UBC Health Sciences Centre Hospital, the position includes 
work as a Clinical supervisor of the 20-bed specialized Schizophrenia 
Ward, and perhaps later on extending to outpatient services; supervision 


“and teaching in both undergraduate and postgraduate programs; and the 
expectation that the incumbent will engage in clinical research. 


The Psychiatric Pavilion of the Health Sciences Centre Hospital includes 
the distinguished Division of Neurological Sciences where unique oppor- 
tunities for research exist. The university also has excellent facilities for 
brain imaging (PET and MRI. 


Applicants should have appropriate clinical and teaching experience in 
Psychiatry and a demonstrable training and aptitude for clinical research. 
Eligibility for medical licensure in British Columbia is essential. Salary will 
be commensurate with the requirements of the position. 


The appointment is subject to final budgetary approval. Applications, 

including a curriculum vitae and names of three referees, should be sent 

to: Dr. H. C. Fibiger, Acting Head, Department of Psychiatry, The University 

g British Columbia, 2211 Wesbrook Mall, Vancouver, B.C., V6R 2R4 
anada. 


in accordance with Canadian immigration requirements, preference will be 
given to Canadian citizens and permanent residents of Canada. 











MOVING? 


PLEASE NOTIFY US 
6 WEEKS IN ADVANCE 


MEMBERS: This notification will change 
| your address (and/or name) for the 

| AMERICAN JOURNAL OF PSYCHIATRY, 
PSYCHIATRIC NEWS, and all member- 
| wide APA mailings. 


| SUBSCRIBERS: Please notify each 
| publication separately. 













FORMER ADDRESS: 


PASTE LABEL HERE 








NEW ADDRESS and/or NAME: 


NAME 







DEPARTMENT 









ORGANIZATION 
STREET 
CITY 
PHONE # 


APA MEMBERS MAIL TO: 


Office of Membership Services 

AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 
Washington, D.C. 20005 











SUBSCRIBERS MAIL TO: 


APA Circulation Department. 

AMERICAN PSYCHIATRIC ASSOCIATION 
1400 K Street, N.W. 
Washington, D.C. 20005 














Editorial Forms: A Guide to Journal Management 


CBE’s newest book is especially for scientific and scholarly editors, managing and associate 
editors, and editorial assistants. It’s perfect for both experienced and new editors—for 
anyone who wants to streamline and simplify editorial procedures. 























Editorial Forms includes 30 forms designed to expedite the editorial process—from 
manuscript submission to publication. More than 850 forms and other documents, 

submitted by 120 journals, were reviewed. The forms in the book are composites of the 
very best and can be photocopied. 







CONTENTS: Index for Forms and Figures * Diagram of the Editorial Process * Internal Tracking Systems © 
Acknowledgement and Copyright Release Forms € Acceptance, Rejection, and Revision Form Letters © Communication 
During the Publication Process € Computer Assistance in Manuscript Management € Bibliography 


Order this valuable publication now! 


-————À 






It's easy to order Editorial Forms: A Guide to Journal Management. Just indicate the 
number of copies you want and multiply by the appropriate price. Mail your order today! 


Please send me . . copies of Editorial Forms. 

(ISBN #0-914340-07-7; spiralbound; 1987; 812" x 11"; 52 pages) 
@ $22.95 (regular price) $— - 
(v $20.65 (CBE member price) $c 


Subtotal 
Maryland residents, add 5% sales tax 
TOTAL 





Name 
Ofganizatlo mu ee 
Street Address 


City, State, Zip Code 










Country Phone Number (_________) 

















TERMS: CBE member price is for a single copy paid by personal check or money order. All 
orders must be prepaid in U.S. currency drawn on a U.S. bank. Price includes book-rate postage. 
Add $3 per copy for UPS delivery within continental U.S. only if desired. Make checks payable 

to Council of Biology Editors, Inc. This offer expires 30 August 1987. 


SATISFACTION GUARANTEED: CBE guarantees your satisfaction. If you are not satisfied, 
simply return the book in original condition within 30 days for refund (shipping & handling 
charges will be deducted). 









Mail your order with payment to: 
Council of Biology Editors, Inc., Dept. G-86, 9650 Rockville Pike, Bethesda, Maryland 20814 
(301) 530-7036 





PSYCHIATRIST 


Due to expansion and growth, 45 member 
multispecialty group practice has an open- 
ing for a Board Eligible/Board Certified Psy- 
chiatrist. Our group provides all the medi- 
cal services for a 40,000+ member HMO 
and our own private pay patients. We offer 
a competitive salary structure and fringe 
benefit package to include participation 
owner of the medical group and coverage 
of virtually all practice expenses. We wel- 
come inquiries for psychiatrists interested 
in merging their existing practices with 
ours. Our practice environment is chal- 
lenging and professionally stimulating. For- 
ward inquiries and C.V.'s to: 

Search Committee 

Group Health Associates, Inc. 
2915 Clifton Avenue 
Cincinnati, Ohio 45220 


MEDICAL DIRECTOR 
PAULINE WARFIELD LEWIS CENTER 


Board eligible or Board certified psychiatrist 
needed to serve as Medical/Clinical Director 
for the Pauline Warfield Lewis Center, a 
401-bed JCAH accredited state psychiatric 
hospital. Excellent benefits and competitive 
salary for a full-time position with an affiliation 
or joint appointment with the Department of 
Psychiatry at the University of Cincinnati. 


In addition to normal clinical and teaching 
duties, this position will be involved in the 
implementation of a Robert Wood Johnson 
Foundation Grant, a State of Ohio Department 
of Mental Health Interdisciplinary Training 
Grant, and other research projects. 


Please send your curriculum vitae to: 
Terrence Smith 
Superintendent 
Pauline Warfield Lewis Center 
1101 Summit Road 
Cincinnati, OH 45237 











Journal 
OSCODU 


Now it's easy to search for and re 
The American Journal of Psychia 
on a computer terminal 


NA 





‘THE AMERICAN JOURNAL 
OF PSYCHIATRY 





A 


The American 
Journal of Psychiat: 


is one of the new information 
sources available on 


BRS/Saunders 


Colleague 


— the comprehensive, current, 
cost effective source of critical informatio 
you can access via computer terminal fror 
your home, office or hospital 


Sharpen your focus on medical informatic 
by completing this coupon today 





To: Colleague 1290 Avenue of the Americas 
Suite 2345, New York, N.Y. 10019 


| own or have access to a: 
































computer modem 
Dr. Specialty 
Address 
Zip 
Phone No. 





CALL TOLL FREE (800) 468-0908 


In Pennsylvania or outside continental US 
CALL COLLECT (215) 527-4155 


he depressed patient 
must be active 





.¢Norpramin 


| 4 (desipramine hydrochloride tablets USP) 
10, 25, 50, 75, 100, 150 mg 





The fastest growing antidepressant in the U.S.A. 


Now after 20 years, the antidepressant 
most widely prescribed by psychiatrists 


Norpramin Rx's 
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Total 
Antidepressant Rx's 
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Figure 1. 


The red lin cite oe die e percent change in Norpramin pre chip oo e yellow line represents the percent change in total prescription activity fo 
the antidep saisi e ei qiiia i ey). 


Merrell Dow 


Nhen a precise dosage titration and 
he added flexibility of once daily, single 
ablet dosing are desirable 


“selection of pharmacological agents 
that can be prescribed once or twice a 
day will improve patient compliance." 









Norpramin allows you to choose 
This Or This 

25 mg tid &) £y & 75mgad @ 

25 mg qid ;) 5) 2) & 100 mg qd. y 

50 mg tid © © © 150 mgad ,j 





» the fastest growing antidepressant in the U.S.A. 

' a 20-year record of efficacy in relieving the symptoms of 
depression 

» a clinical profile well defined over time 

» the choice of a once or twice daily single tablet dosage, 
and the added flexibility of six different dosage strengths 
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pramin 


Dosage Flexibility 


(desipramine hydrochloride tablets USP) 
10, 25, 50, 75, 100, 150 mg 


Convenient choice of six tablet strengths and once daily or divided dosage schedule allows titration to individual response. 


(9 10 mg 


© 25 mg © 50mg @ sms ©) 100 mg 





The antidepressant most widely prescribed by psychiatrists 


Norpramin: 


(desipramine hydrochloride tablets USP) 


AVAILABLE ONLY ON PRESCRIPTION 
Brief Summary 


MECHANISM OF ACTION: Available evidence suggests that many 
depressions have a biochemical basis in the form of a relative 
deficiency of neurotransmitters such as norepinephrine and 
serotonin. Norepinephrine deficiency may be associated with rela- 
tively low urinary 3-methoxy-4-hydroxyphenyl glycol (MHPG) lev- 
els, while serotonin deficiencies may be associated with tow spinal 
fluid levels of 5-hydroxyindolacetic acid. 

While the precise mechanism of action of the tricyclic anti- 
depressants is unknown, a leading theory suggests that they 
restore normal levels of neurotransmitters by blocking the re- 
uptake of these substances from the synapse in the central ner- 
vous system. 

Evidence indicates that the secondary amine tricyclic anti- 
depressants, including Norpramin, may have greater activity in 
blocking the re-uptake of norepinephrine. Tertiary amine tricyclic 
antidepressants, such as amitriptyline, may have greater effect on 
serotonin re-uptake 

Norpramin (desipramine hydrochloride) is not a monoamine 
oxidase (MAO) inhibitor and does not act primarily as a central 
nervous system stimulant. It has been found in some studies to 
have a more rapid onset of action than imipramine. Earliest 
therapeutic effects may occasionally be seen in 2 to 5 days, but 
full treatment benefit usually requires 2 to 3 weeks to obtain 
INDICATIONS: Norpramin (desipramine hydrochloride) is indicated 
for relief of symptoms in various depressive syndromes, espe- 
Ciall — depression. 

CONTRAINDICATIONS: Desipramine hydrochloride should not be 
iven in conjunction with, or within 2 weeks of, treatment with an 
AO inhibitor drug; hyperpyretic crises, severe convulsions, and 

death have occurred in patients taking MAO inhibitors and tricyclic 
antidepressants. When Norpramin (desipramine hydrochloride) is 
substituted for an MAO inhibitor, at least 2 weeks should elapse 
between treatments. Norpramin should then be started cautiously 
and should be increased gradually 

The drug is contraindicated in the acute recovery period follow- 
ing myocardial infarction. It should not be used in those who have 
shown prior hypersensitivity to the drug. Cross sensitivity 
between this and other dibenzazepines is a possibility. 
WARNINGS: 1. Extreme caution should be used when this drug is 
given in the following situations: a. In patients with cardiovascular 
disease, because of the possibility of conduction defects, 
arrhythmias, tachycardias, strokes, and acute myocardial infarc- 
lion. b. In patients with a history of urinary retention or glaucoma, 
because of the anticholinergic properties of the drug. c. In 
m with thyroid disease or those taking thyroid medication, 

ecause of the possibility of cardiovascular toxicity, including 
arrhythmias. d. In patients with a history of seizure disorder, 
because this drug has been shown to lower the seizure threshold 

2. This drug is capable of blocking the antihypertensive effect of 

ord and similarly acting compounds. 3. USE IN PREG- 
ANCY: Safe use of desipramine hydrochloride during pregnancy 

and lactation has not been established; therefore, if it is to be 
given to pregnant patients, nursing mothers, or women of child- 
bearing potential, the possible benefits must be weighed against 
the possible hazards to mother and child. Animal reproductive 
studies have been inconclusive. 4. USE IN CHILDREN: Norpramin 

(desipramine hydrochloride) is nof recommended for use in chil- 

dren since safety and effectiveness in the pediatric age group have 

not been established. 5. The patient should be cautioned that this 
drug may impair the mental and/or physical abilities required for 

the performance of potentially hazardous tasks such as driving a 

car or operating machinery. 6. In patients who may use alcohol 

excessively, it should be borne in mind that the potentiation 
may increase the danger inherent in any suicide attempt or 
overdosage 

PRECAUTIONS: 1. It is important that this drug be dispensed in 

the least possible quantities to depressed outpatients, since sui- 


7*0073 (NRO19) MDAO09 


Cide has been accomplished with this class of drug. Ordinary 
prudence requires that children not have access to this drug or to 
potent drugs of any kind; if possible, this drug should be dis- 
pensed in containers with child-resistant safety closures. Storage 
of this drug in the home must be supervised responsibly. 2. If 
serious adverse effects occur, dosage should be reduced or treat- 
ment should be altered. 3. Norpramin (desipramine hydro- 
chloride) therapy in patients with manic-depressive illness may 
induce a hypomanic state after the depressive phase terminates. 
4. The drug may cause exacerbation of psychosis in schizophrenic 
patients. 5. Close supervision and careful adjustment of dosage 
are required when this drug is given concomitantly with anti- 
cholinergic or sympathomimetic drugs. 6. Patients should be 
warned that while taking this ca! their response to alcoholic 
beverages may be exaggerated. 7. Clinical experience in the con- 
current administration of ECT and antidepressant drugs is limited 
Thus, if such treatment is essential, the possibility of increased 
risk relative to benefits should be considered. 8. If Norpramin 
(desipramine hydrochloride) is to be combined with other psycho- 
tropic agents such as tranquilizers or sedative/hypnotics, careful 
consideration should be given to the pharmacology of the agents 
employed since the sedative effects of Norpramin and ben- 
zodiazepines (e.g., chlordiazepoxide or diazepam) are additive 
Both the sedative and anticholinergic effects of the major tran- 
quilizers are also additive to those of Norpramin. 9. This drug 
should be discontinued as soon as possible prior to elective sur- 
gery because of the possible cardiovascular effects. Hypertensive 
episodes have been observed during surgery in patients taking 
desipramine hydrochloride. 10. Both elevation and lowering of 
blood sugar levels have been reported. 11. Leukocyte and differen- 
tial counts should be performed in any patient who develops fever 
and sore throat during therapy; the drug should be discontinued if 
there is evidence of pathologic neutrophil depression. 12. Nor- 
pramin 25, 50, 75, and 100 mg tablets contain FD&C Yellow No. 5 
(tartrazine), which may cause allergic-type reactions (including 
bronchial asthma) in certain susceptible individuals. Although the 
overall incidence of FD&C Yellow No. 5 (tartrazine) sensitivity in 
the general population is low, it is frequently seen in patients who 
also have aspirin hypersensitivity 
ADVERSE REACTIONS: Note: Included in the following listing are a 
few adverse reactions that have not been reported with this spe- 
cific drug. However, the pharmacologic similarities among the 
tricyclic antidepressant drugs require that each of the reactions 
be considered when Norpramin (desipramine hydrochloride) is 

iven 

ardiovascular: hypotension, hypertension, tachycardia, palpita- 
tion, arrhythmias, heart block, myocardial infarction, stroke 
Psychiatric: confusional states (especially in the elderly) with hal- 
lucinations, disorientation, delusions; anxiety, restlessness, agi- 
tation; insomnia and nightmares; hypomania; exacerbation of 
psychosis. 
Neurologic: numbness, tingling, paresthesias of extremities; 
incoordination, ataxia, tremors; peripheral neuropathy; extra- 
pyramidal symptoms; seizures; alteration in EEG patterns; 
tinnitus 
Anticholinergic: dry mouth, and rarely associated sublingual ade- 
nitis; blurred vision, disturbance of accommodation, mydriasis, 
increased intraocular pressure; constipation, paralytic ileus; uri- 
nary retention, delayed micturition, dilatation of urinary tract 
Allergic: skin rash, petechiae, urticaria, itching, photosensitization 
(avoid excessive exposure to sunlight), edema (of face and tongue 
or general), drug fever, cross sensitivity with other tricyclic drugs 
Hematologic: bone marrow depressions including agranu- 
locytosis, eosinophilia, purpura, thrombocytopenia 
Gastrointestinal: anorexia, nausea and vomiting, epigastric dis- 
tress, peculiar taste, abdominal cramps, diarrhea, stomatitis, 
black tongue 
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Endocrine: gynecomastia in the male, breast enlargement and 
galactorrhea in the female; increased or decreased libido, impo- 
oe testicular swelling; elevation or depression of blood sugar 
levels. 

Other: jaundice (simulating obstructive), altered liver function; 
weight gain or loss; perspiration, flushing; urinary frequency, noc- 
turia; parotid swelling; drowsiness, dizziness, weakness and 
wane headache; alopecia. 

Withdrawal Symptoms: Though not indicative of addiction, abrupt 
cessation of treatment after prolonged therapy may produce nau- 
sea, headache, and malaise. 

DOSAGE AND ADMINISTRATION: Not recommended for use in 
children. Lower dosages are recommended for elderly patients 
and adolescents. Lower dosages are also recommended for out- 
patients compared to hospitalized patients, who are closely super- 
vised. Dosage should be initiated at a low level and increased 
according to clinical response and any evidence of intolerance. 
Following remission, maintenance medication may be required for 
a period of time and should be at the lowest dose that will maintain 
remission. 

Usual Adult Dose: The usua! adult dose is 100 to 200 mg per day 
In more severely ill patients, dosage may be further increased 
gradually to 300 mg/day if necessary. Dosages above 300 mg/day 
are not recommended. 

Dosage should be initiated at a lower level and increased 
according to tolerance and clinical response. 

Treatment of patients requiring as much as 300 mg should 
generally be initiated in hospitals, where regular visits by the 
physician, skilled nursing care, and frequent electrocardiograms 
(ECG's) are available. 

The best available evidence of impending toxicity from very high 
doses of Norpramin is prolongation of the QRS or QT intervals on 
the ECG. Prolongation of the PR interval is also significant, bul 
less closely correlated with plasma levels. Clinical symptoms ot 
intolerance, especially drowsiness, dizziness, and postural hypo- 
tension, should also alert the physician to the need for reduction 
in dosage. Plasma desipramine measurement would constitute 
the optimal guide to dosage monitoring 

Initial therapy may be administered in divided doses or a single 
daily dose. 

Maintenance therapy may be given on a once-daily schedule for 
patient convenience and compliance 


Adolescent and emu. Dose: The usual adolescent and geriatric 
dose is 25 to 100 mg daily 


Dosage should be initiated at a lower level and increasec 
according to tolerance and clinical response to a usual maximum 
of 100 mg daily. In more severely ill patients, dosage may bt 
further increased to 150 mg/day. Doses above 150 mg/day are no! 
recommended in these age groups 

Initial therapy may be administered in divided doses or a single 


daily dose ; 
Maintenance therapy may be given on a once-daily schedule fo 
patient convenience and compliance EI 


OVERDOSAGE: See prescribing information for a discussion o! 
symptoms and treatment of overdose 


Product Information as of January, 1985 


MERRELL DOW PHARMACEUTICALS INC. 
Subsidiary of The Dow Chemical Company 
Cincinnati, Ohio 45215, U.S.A. 


Merrell Dow 
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DIFFERENCE 


The California 
Department of Corrections 
is in critical need of 
PSYCHIATRISTS. 


Some of the most challenging 
patients you're likely to encounter 
are currently in our prisons 


Keeping them safe and sane is a 
demanding job. It requires top 
professionals like yourself 


As a person who truly cares 
about your patients and 
society. you can make 

a difference! 


Call the California 
Department of : 
Corrections 

today to find 





CLINICAL DIRECTOR 


The Department of Psychiatry at the 
University of Vermont and the Medical 
Center Hospital of Vermont is seeking a 
Clinical Director for inpatient services. 
The Clinical Director is amember of the 
full-time faculty. Applicants should be 
board certified and have prior experi- 
ence in similar inpatient settings. The 


MCHV is the major teaching hospital of 


the College of Medicine and is a tertiary 
referral center for Vermont, northern 
New England and New York. Deadline 
for applications is November 30, 1987. 
Contact Sheldon Weiner, M.D., Profes- 
sor and Chairman, Department of Psy- 
chiatry, UVM College of Medicine, Bur- 
lington, Vermont 05405. The University 
of Vermont is an affirmative action and 
equal opportunity employer. Women 
and minorities are encouraged to apply. 


ST. PATRICK’S HOSPITAL 
P.O. BOX 136 
JAMES'S STREET 
DUBLIN 8 
IRELAND. 


CONSULTANT PSYCHIATRIST 
(With Special Interest in Alcoholism 


The Governors of St. Patrick's Hospital invite 
applications for the above position. The hos 
pital which caters mainly for short-stay psychi 
atric patients is a university teaching hospital 
and has along established and comprehensive 
treatment programme for alcoholism 


Further information may be obtained from: 


The Secretary/Manager, 
St. Patrick’s Hospital, 
at the above address, 


to whom formal applications should be sub 
mitted before 30th October, 1987. 














39th Institute on H&CP 
American Psychiatric Association 
Boston, Massachusetts 
Sheraton Boston 
October 25-29, 1987 


Please include me on the Institute's mailing list 
Return to Susan Lash. Dept. H4. APA. 1400 K Street. N V4 
Washington. D.C. 20005 


Name 


Address 








City 





State Zig 












PSYCHIATRISTS 


Za Southern California Permanente Medical Group, 


amulti-specialty group practice, is now accepting ap- 
plications from General, Child, and Geriatric 
Psychiatrists who are board eligible/certified for out- 
patient positions at various clinics throughout Southern 
California. 


Additionally, a General Adult/Adolescent Psychiatrist 
with bi-lingual Spanish skills is required for the inpa- 
tient Mental Health Center in Los Angeles. 













Benefits are outstanding and include liability coverage; 
medical, dental and life insurance benefits; educational 
leave and retirement programs. After two years full time 
employment, physicians are eligible for consideration 
to the partnership. 


For additional information or a Physician Application 
form, call (818) 405-3224 or send your curriculum vitae 
andthe names, addresses and telephone numbers of 
three professional references to: 


WAT KAISER PERMANENTE 
lh e SOUTHERN CALIFORNIA - 
PERMANENTE MEDICAL GROUP 
Ronald Fitzgerald, M.D. 

c/o Physician Recruitment 
Dept. 61AJPO9 


Walnut Center 
Pasadena, CA 91188-8854 


Equal Opportunity Employer M/F/H 








CLINICAL DIRECTOR, 
STAFF PSYCHIATRIST: 
BOSTON 


The Boston Psychiatric Group, P.C., has available 
a Clinical Director position and a staff psychiatrist 
position in metropolitan Boston. 


These fulltime positions offer the chance to partic- 
ipate in an exciting mix of public sector and 
academic psychiatry. Opportunity to be part of a 
growing group practice with ownership of stock 
available. A non profit, low overhead research 
institute is affiliated with the practice to accept 
grants for physicians. 

Applicant should have administrative and academic 
qualifications. 


Excellent compensation package includes fringe 
benefits tailored to individual needs. 

Minority and Spanish-speaking physicians espe- 
cially sought. 


Send C.V. in confidence to: 


Richard C. Pillard, M.D. 
Boston Psychiatric Group, P.C. 
85 E. Newton St. 

Boston, MA 02118 





An essential resource for your library 


The Elderly Mentally Ill: Collected Articles From H&CP 
offers you expert consultation from some of the nation's 
leading authorities on the planning and delivery of mental 
health services for the elderly. Published by the Hospital 
and Community Psychiatry Service, this helpful booklet 
contains 13 articles that present practical information and 
guidelines on subjects ranging from the development of 
hospital, community-based, and outreach and consulta- 


tion services to prescribing psychotropic drugs, diagnos- 
ing and managing sleep disorders, and helping families 
cope with Alzheimer's disease. Contributors include Gene 
D. Cohen, M.D., Ph.D., Barry Reisberg, M.D. Charles 
M. Gaitz, M.D., Ben Gurian, M.D., Paul Teusink, M.D., 
and Nancy Mace, M.A. With an introduction by Dr. 
Cohen, director of the Program on Aging of the National 
Institute of Mental Health. 
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Please send me 








H&CP Service 

American Psychiatric Association 
1400 K Street, N.W. 
Washington, D.C. 20005 


copy(ies) of The Elderly Mentally Ill: Collected Articles 


From H&CP at $7.50 per copy ($5 per copy for orders of 5 or more). All orders of 
$35 or less must be accompanied by payment. 


O My check or money order is enclosed. (Payable to the American Psychiatric 


Association) 


C] Please bill me. (For orders over $35 only) 


Name 





Address 





City 
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Reprinted for the information of the readers of the American Journal of Psychiatry 


Psychological Medicine 
Volume 17 Number 3 August 1987 
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SYMMETREL? is available exclusively from Du Pont. 


rom the clutches of EPS 


Effective control of extrapyramidal symptoms (EPS) 


SYMMETREL® (amantadine HCl) has been proven clearly effective in controlling a broad 
range of extrapyramidal movement disorders. In a recent study, both SYMMETREL* and 














P iet ITE 300 4 Reduction of extrapyramidal symptoms (EPS)! 
induced parkinsonism; p 2504 
however, amantadine  z 
[SYMMETREL®] proved $ 20-4 
somewhat more effective in i — 
reducing akathisia and $ ` 
recurrent dystonia.” $ 104 
s 050-] 
0.00 - 
WEEK 0 1 2 4 8 01248 01248 01248 
DYSTONIA BRADYKINESIA RIGIDITY AKATHISIA 
*P«005 :P<0.001 W amantadine [SYMMETREL®] W benztropine 
*Extrapyramidal symptoms were rated on a four-point scale of ascending severity —adapted from Borison and Diamond, p 42 


Fewer side effects than anticholinergics 


Dramatically differentiating SYMMETREL? from anticholinergics is its favorable side effect 
profile. With fewer anticholinergic side effects, SYMMETREL® affords patients greater com- 
fort—encouraging compliance with [_ 

their antipsychotic regimen. 





Incidence of anticholinergic side effects’ 











SYMMETREL® is not metabolized "Eu | eee 
. . Py . amantadine 
and is mainly excreted in the urine. T = 
Care should be taken, however, in | Dry mouth 74 41.6 
patients with renal impairment. | Blurred vision 2.6 265 
SYMMETREL®. The more rational _ | Nasal congestion 25 18.2 
and safer’ therapeutic choice in the — | Constipation 1.8 214 
control of EPS. Urinary hesitancy 1.3 7.1 
—adapted from Borison and Diamond, p 43! 
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Please see following page for brief summary of prescribing information. 
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BRIEF SUMMARY OF PRESCRIBING INFORMATION 
INDICATIONS AND USAGE: Parkinson's Disease/Syndrome and Drug-induced 
Extrapyramidal Reactions: SYMMETREL is indicated in the treatment of idiopathic 
Parkinson's disease (Paralysis Agitans), postencephalitic parkinsonism, drug-induced 
extrapyramidal reactions, and symptomatic parkinsonism which may follow injury to 
the nervous system by carbon monoxide intoxication. It is indicated in those elderly 
patients believed to develop parkinsonism in association with cerebral arteriosclero- 
sis. In the treatment of Parkinson's disease, SYMMETREL is less effective than levo- 
dopa, (-)-3-(3, 4-dihydroxypheny!)-L-alanine, and its efficacy in comparison with the 
anticholinergic antiparkinson drugs has not yet been established. Although anticholin- 
ergic type side effects have been noted with SYMMETREL when used in patients with 
drug-induced extrapyramidal reactions, there is a lower incidence of these side effects 
than that observed with anticholinergic antiparkinson drugs 
CONTRAINDICATIONS: SYMMETREL is contraindicated in patients with known 
hypersensitivity to the drug 
WARNING: 2nts with a history of epilepsy or other "seizures" should be observed 
closely for possible increased seizure activity 

Patients with a history of congestive heart failure or peripheral edema should be 
followed closely as there are patients who developed congestive heart failure while 
receiving SYMMETREL 

Patients with Parkinson's disease improving on SYMMETREL should resume normal 
activities gradually and cautiously, consistent with other medical considerations, such 
as the presence of osteoporosis or phlebothrombosis 

Patients receiving SYMMETREL who note central nervous system effects or blurring 
of vision should be cautioned against driving or working in situations where alertness 
is important 
PRECAUTIONS: SYMMETREL (amantadine hydrochloride) should not be discontin- 
ued abruptly since a few patients with Parkinson's disease experienced a parkinsonian 
crisis, i.e., a sudden marked clinical deterioration, when this medication was suddenly 
stopped. The dose of anticholinergic drugs or of SYMMETREL should be reduced if 
atropine-like effects appear when these drugs are used concurrently 

The dose of SYMMETREL may need careful adjustment in patients with rena 
impairment, congestive heart f re, peripheral edema, or orthostatic hypotension 
Since SYMMETREL is not metabolized and is mainly excreted in the urine, it may 
accumulate when renal function is inadequate 

Care should be exercised when administering SYMMETREL to patients with liver 
disease, a history of recurrent eczematoid rash, or to patients with 
psychoneurosis not controlled by chemotherapeutic 
required when SYMMETREL is administered concurre 
stimulants 

No long-term studies in animals have been performed to evaluate the carcinogenic 
potential of SYMMETREL. The mutagenic potential of the drug has not yet been 
determined in experimenta! systems 

Pregnancy Category C: SYMMETREL (amantadine hydrochloride) has been shown 
to be embryotoxic and teratogenic in rats at 50 mg/kg/day, about 12 ti the recom- 
mended human dose, but not at 37 mg/kg/day. Embryotoxic and teratogenic drug 
effects were not seen in rabbits which received up to 25 times the recommended 
human dose. There are no adequate and well-controlled studies in pregnant women 

SYMMETREL should be used during pregnancy only if the potential benefit justifies 
the potential risk to the embryo or the fetus 

Nursing Mothers: SYMMETREL is excreted in human milk. Caution should be 
exercised when SYMMETREL is administered to a nursing woman 

Pediatric Use: The safety and efficacy of SYMMETREL in newborn infants, and 
infants below the age of 1 year have not been established 
ADVERSE REACTIONS: The most frequently occurring serious adverse reactions are 
depression, congestive heart failure, orthostatic hypotensive episodes, psychosis 
and urinary retention. Rarely convulsions, leukopenia, and neutropenia have been 
reported 

Other adverse reactions of a less serious nature which have been observed are the 
following: hallucinations, confusion, anxiety; irritability; anorexia, nausea, and consti- 
pation; ataxia and dizziness (lightheadedness): livedo reticularis and peripheral 
edema. Adverse reactions observed less frequently are the following: vomiting; dry 
mouth; headache; dyspnea; fatigue, insomnia, and a sense of weakness. Infrequently, 
skin rash, slurred speech, and visual disturbances have been observed. Rarely 
eczematoid dermatitis and oculogyric episodes have been reported 
DOSAGE AND ADMINISTRATION: Adult Dosage for Parkinsonism: The usual dose 
of SYMMETREL (amantadine hydrochloride) is 100 mg twice a day when used alone 
SYMMETREL has an onset of action usually within 48 hours 

The initial dose of SYMMETREL is 100 mg daily for patients with serious associated 
medical illnesses or who are receiving high doses of other antiparkinson drugs. After 
one to several weeks at 100 mg once daily, the dose may be increased to 100 mg twice 
daily, if necessary. 

Occasionally, patients whose responses are not optimal with SYMMETREL at 200 mg 
y benefit from an increase up to 400 mg daily in divided doses. However, such 
should be supervised closely by their physicians 
ts initially deriving benefit from SYMMETREL not uncommonly experience a 
ff of effectiveness after a few months. Benefit may be regained by increasing the 
to 300 mg daily. Alternatively, temporary discontinuation of SYMMETREL for 
ral weeks, followed by reinitiation of the drug, may result in regaining benefit in 
e patients. A decision to use other antiparkinson drugs may be necessary 

Dosage for Concomitant Therapy: Some patients who do not respond to anti- 
cholinergic antiparkinson drugs may respond to SYMMETREL. When SYMMETREL or 
anticholinergic antiparkinson drugs are each used with marginal benefit, concomitant 
use may produce additional benefit 

When SYMMETREL and levodopa are initiated concurrently, the patien 
rapid therapeutic benefits. SYMMETREL should be held constant at 100 mg daily or 

> daily while the daily dose of levodopa is gradually increased to optimal benefit 

When SYMMETREL is added to optimal well-tolerated doses of levodopa, additional 
benefit may result, including smoothing out the fluctuations in improvement which 
sometimes occur in patients on levodopa alone. Patients who require a reduction in 
usual dose of levodopa because of the development of side effects may possibly 

gain lost benefit with the addition of SYMMETREL 

Dosage for Drug-Induced Extrapyramidal Reactions: Adult: The usual dose of 
SYMMETREL (amantadine hydrochloride) is 100 mg twice a day. Occasionally, patients 
whose responses are not optimal with SYMMETREL at 200 mg daily may benefit from 
an increase up to 300 mg daily in divided doses 6043-15BSP/Rev. Oct. 1984 


Capsules manufactured by R.P. Scherer-North America, St. Petersburg, Florida 33702 
for 


Du Pont Pharmaceuticals 

E.I. du Pont de Nemours & Co. (Inc.) 

Wilmington, Delaware 19898 - , 
SYMMETREL is a registered U.S. trademark of E.l. du Pont de Nemours & Co. (Inc.) 
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REFERENCE: 1. Borison RL, Diamond BI: Treatment of extrapyramidal side-effects 
Amantadine versus benztropine. World J Psychosynthesis (special), 1984-1985, pp 40-43 








The Graduate Hospital 


Comprehensive Epilepsy Center 
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EPILEPSY 


AND EEG FOR 


PRACTITIONERS 


October 9-10, 1987 





Course Director: 


Marc A. Dichter, M.D., Ph.D. 


This two day course will focus on the issues 
which arise in the treatment of epilepsy - from 
state of the art diagnosis to pharmacotherapy and 
surgical therapy. It will also include discussions of 
many issues commonly encountered by practicing 
physicians, including epilepsy and pregnancy, 
epilepsy in childhood, psychosocial problems in 
individuals with epilepsy, and endocrine dys- 
function in patients with epilepsy. 


Epilepsy affects at least two million Americans 
and most of these individuals are treated by 
neurologists, internists, pediatricians, family 

practitioners, or psychiatrists for their epilepsy or 
for associated problems. This course is designed to 
present the most current information on epilepsy 
diagnosis and treatment to prepare the practi- 
tioner to return to his/her practice better able to 
manage both the straightforward and most 
difficult cases. 


The faculty includes clinician/researchers from the 
following specialties: neurology, neurosurgery, 
psychiatry, pediatric neurology, neuropsychology and 
radiology. 


Credits: 13 CME Category | 


Fee: $200.00 (Refunds for cancellation prior 
to September 15, 1987) 


The Graduate Hospital 
Comprehensive Epilepsy Center 


One Graduate Plaza 
1800 Lombard Street 
Philadelphia, PA 19146 
(215) 893-4197 
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The University of Western Ontario 
Department of Psychiatry 


CHAIRMAN OF THE DIVISION 
OF EXTENDED CAMPUS PROGRAMS 


This position is available immediately and offers an excellent 
opportunity to develop innovative programs in community mental 
health, teaching and research. The successful candidate will be 
offered a Geographic Full Time appointment as Chairman of the 
Division and an adjunct appointment at Laurentian University. This 
position is based in Sudbury, Ontario. 

The Chairman will be expected to provide clinical support, admin- 
istrative and educational leadership to the Division comprising 
approximately 40 psychiatrists on faculty throughout Northern 
Ontario. A new northern residency program is being developed. 
Candidates should be eligible for a general license to practice 
medicine in Ontario and should hold a Fellowship in Psychiatry 
from the Royal College of Physicians and Surgeons of Canada. 


French/English bilingualism will be considered an asset for this 


position. 

Academic rank and salary will be commensurate with qualifications 

and experience. The successful candidate will be eligible to receive 

penante from the Underserviced Area Program, Ontario Ministry of 
ealth. 


In accordance with Canadian Immigration requirements, this 
advertisement is directed to Canadian Citizens and Permanent 
Residents of Canada. 


The University of Western Ontario is an Equal Opportunity 
Employer. 


Interested and qualified applicants should reply to 


Dr. Q. Rae-Grant, Chairman 
Department of Psychiatry 
The University of Western Ontario 
London, Ontario, Canada N6G 2K3 


© 


Position externally funded by Ministry of Health — budget approved. 








PSYCHIATRISTS POSITIONS 


Immediate openings for Psychiatrists at Dutcher Chemical Depen- 
dence Treatment Center, a 96 bed, JCAH accredited facility 
specializing in substance abuse. Lovely setting on the grounds of 
Connecticut Valley Hospital in Middletown, CT, close to the shoreline 
and the Capitol City of Hartford. 


Psychiatrist 4 (Medical Director) 


Excellent opportunity for Board Certified Psychiatrist to provide 
management of drug dependent patients and to assume responsibility 
for supervision of clinical professional staff, including psychiatrists, 
physicians, social workers, activity therapists and substance abuse 
counselors. Serve on hospital committees, act as liaison to community 
agencies and conduct training and research. Salary commensurate 
with experience; $66,959 to $76,761, plus full state benefit package. 


Staff Psychiatrist 


Opportunities for a Staff Psychiatrist to participate in diagnosis, care 
and treatment of substance abuse patients and consultation to 
professional staff. Review work of nurses and other professional staff, 
instruct staff on individual clients and general ward medical man- 
agement; prescribe therapies. Completion of a psychiatric residency 
training program approved by the American Board of Psychiatry and 
Neurology is required. Salary commensurate with experience; 
$57,027, to $63,163 starting, plus full state benefit package. Please 
send CV and requests for information to: J. Murtha, Personnel Officer 
I, Dutcher Chemical Dependence Treatment Center, Box 351, 
Middletown, CT 06457, or call, (203) 344-2537. 


An Equal Opportunity Employer. 


Wil 
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WERE WORKING IN ^ 
THE MOST IMPORTANT += 
PLACE IN AMERICA. 


At Psychiatric Institutes of America we 
are looking for psychiatrists who are ready to 
join us on the most challenging frontier of 
all — the human-mind. 

If you specialize in adult, adolescent, or 
child psychiatry, this is an opportunity for you 
to become affiliated with one of the largest 
mental health care networks in the country. 
It is an ideal situation in which to grow pro- 
fessionally, without sacrificing the freedom 
you enjoy in a practice of your own. 

If you are Board Certified or Eligible, 
send your CV to Steve Sams, Assistant Vice 
President, Physician Services, 1010 Wisconsin 
Avenue, Washington, D.C. 20007. Or call 
1-800-435-4426. In Washington, D.C., call 


202-337-5600. PIA 
Psychiatric Institutes of America, 


« 
= 
part of the NME Specialty Hospital Group. E 
ET 
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150 MILLIGRAMS 


(the entire tablet) 


50 MILLIGRAMS 
(one-third of a tablet) 


Easy to titrate up" 


p Convenient (one-half of a tablet) 
4-in-1 tablet 


* Economical] 


f 
100 MILLIGRAMS ! 
(two-thirds of a tablet) 


Mead Johnson Pharmaceuticals 


© 1987 Bristol-Myers U.S. Pharmaceutical and Nutrition: 
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